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DESCRIPTION 



AMINOTHIAZOLE DERIVATIVE, MEDICAMENT CONTAINING THE SAME, 
7\ND INTERMEDIATE FOR PREPARATION OF SAID COMPOUND 



Technical Field 

The present invention relates to a novel aminothiazole 
derivative having improving effects on the dysmotility in 
the gastrointestinal tract, a medicament containing the de- 
rivative and an intermediate for preparing said compound. 



Background Art 

As a therapeutic agent for gastrointestinal dysmotil- 
ity/ dopamine antagonists such as domperidone and metoclo- 
pramide, opioate agonists such as trimebutine maleate, 5- 
HT3 antagonist S/5-HT4 agonists such as cisapride, acetyl- 
choline agonists such as acetylcholine chloride and the 
like have conventionally been provided for clinical use. 
In addition to them, a number of prokinetics have been 
studied with a view to treating gastrointestinal dysmotil- 
ity (Japanese Patent Applications Laid-Open Nos. HEI 1- 
313424, HEI 3-163074 and HEI 4-279581). These agents, how- 
ever, do not always bring about sufficient effects for the 
improvement of dysmotility. There is a potential problem 
that side effects may possibly occur owing to the acting 
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mechanism of the agent even if it has sufficient effects. 
So, the above-described agents are not completely satisfac- 
tory. Accordingly, there is a demand for the development 
of a medicament having excellent improving effects on gas- 
trointestinal dysmotility and having less side effects. 

Disclosure of the Invention 

With the forgoing in view, the present inventors have 
carried put an extensive investigation. As a result, it 
has been found that a specific aminothiazole derivative has 
excellent improving effects on gastrointestinal dysmotility 
and also has less side effects, leading to the completion 
of the present invention. 

The present invention therefore provides an aminothia- 
zole derivative represented by the following formula (I): 



wherein R^ and are the same or different and each in- 
dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group, a mono- or di- (lower alkyl) amino group, a mono- or 
di- (lower alkyl) carbonylamino group, a formylamino group, a 
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mono- or di- (lower alkyDaminoalkylamino group, or and 
may be coupled together to form a methylenedioxy group; 
R^ represents a hydrogen atom or a lower alkyl group; R* 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; A represents a group represented by the following 
formula: 




wherein and r'' are the same or different and each inde- 
pendently represents a hydrogen atom, a lower alkyl group, 
a lower alkoxy group, a hydroxy (lower alkyl) group, a car- 
boxy (lower alkyl) group, a (lower alkoxy) carbonyl (lower al- 
kyl) group, a lower alkoxyalkyl group, a mono- or di- (lower 
alkyl) aminoalkyl group, a phenylalkyl group which may be 
substituted with one or two lower alkoxy groups on the ben- 
zene ring, a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by a lower al- 
kyl group, or R^ and R^, together with an adjacent nitrogen 
atom, form a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by an oxo group 
(0=) or 1 to 3 lower alkyl or hydroxy (lower alkyl) groups, 
or a group represented by the following formula: 
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wherein R® and R^ are the same or different and each inde- 
pendently represents an amino group, a mono- or di- (lower 
alkyl) amino group, a mercapto group or a lower alkylthio 
group, or R® and R^, together with the adjacent carbon atom, 
form a nitrogen-containing heterocyclic group; and B repre- 
sents an imino group which may be substituted by a lower 
alkyl group or an oxygen atom; and m stands for an integer 
of 0 to 4; B-{CH2)m-A may form a piperidinyl, branched al- 
kylamino or phenylamino group which may be substituted by a 
mono- or di- (lower alkyl) amino group, or a piperazinyl, 
piperidinylamino or piperidinylalkylamino group which may 
be substituted by a lower alkyl group, or a salt thereof. 

The present invention also provides a medicament com- 
prising as an effective ingredient the above-described ami- 
nothia^ole derivative (I) or salt thereof. 

The present invention further provides a pharmaceuti- 
cal composition comprising the above-described aminothia- 
zole derivative (I) or salt thereof and a pharmaceutically- 
acceptable carrier. 

The present invention still further provides the use 
of the above-described aminothiazole derivative (I) or salt 
thereof as a medicament. 
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The present invention still further provides a preven- 
tion and treatment method for the diseases caused by diges- 
tive dyskinesia, which comprises administering an effective 
amount of the above-described aminothiazole derivative (I) 
or salt thereof to a patient. 

The present invention still further provides a thia- 
zole derivative represented by the following formula (II) : 



wherein R^, R^, r', R^ and R* have the same meanings as de- 
fined above/ and D represents a hydroxy or a lower alkoxy 
group or salt thereof which is useful as an intermediate 
for the preparation of the invention compound (I) - 

Best Modes for Carrying Out the Invention 

The term lower" as used herein means a linear, 
branched or cyclic carbon chain having 1 to 6 carbon atoms. 

Accordingly, examples of the ''lower alkyl group" in- 
clude linear, branched or cyclic alkyl groups having 1 to 6 
carbon atoms (which may hereinafter be abbreviated as '*Ci-6 
alkyl") such as methyl, ethyl, propyl, isopropyl, cyclopro- 
pyl, butyl, isobutyl, sec-butyl, tert-butyl, cyclobutyl, 
pentyl, 1-methylbutyl, 2-methylbutyl, isopentyl, tert- 
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pentyl, 1,2-dimethylpropyl, neopentyl, 1-ethylpropyl, cy- 
clopentyl, hexyl, 1-methylpentylr 2-methylpentyl, 3- 
methylpentyl, isohexyl, l-ethylbutyl, 2-ethylbutyl, 1,1- 
dimethylbutyl, 1, 2-dimethylbutyl, 1, 3-diiaethylbutyl, 2,2- 
dime thy Ibutyl, 2, 3-dimethylbutyl, 3, 3-dimethylbutyl, 1- 
methyl-l-ethylpropyl, l-ethyl-2-methylpropyl, 1,1,2- 
trimethylpropyl, 1,2,2-trimethylpropyl and cyclohexyl. 
Among them, preferred are linear or branched C1-4 alkyl 
groups - 

Examples of the ^Uower alkoxy group" include linear, 
branched or cyclic alkoxy groups having 1 to 6 carbon atoms 
(which may hereinafter be abbreviated as "Ci-e alkoxy") such 
as methoxy, ethoxy, propoxy, cyclopropoxy, isopropoxy, bu- 
toxy, isobutoxy, sec-butoxy, tert-butoxy, cyclobutoxy, pen- 
tyloxy, 1-methylbutoxy, 2-methylbutoxy, isopentyloxy, tert- 
pentyloxy, 1, 2-dimethylpropoxy, neopentyloxy, 1-ethyl- 
propoxy, cyclopentyloxy, hexyloxy, 1-methylpentyloxy, 2- 
methylpentyloxy, 3-methylpentyloxy, isohexyloxy, 1- 
ethylbutoxy, 2-ethylbutoxy, 1, 1-dimethylbutoxyr 1^2- 
dimethylbutoxy, 1, 3-dimethylbutoxy, 2, 2-dimethylbutoxy, 
2, 3-dimethylbutoxy, 3, 3-dimethylbutoxy, 1-methyl-l- 
ethylpropoxy, l-ethyl-2-methylpropoxy, 1,1, 2-trimethyl- 
propoxy, 1,2,2-trimethylpropoxy and cyclohexyloxy. Among 
them, preferred are linear or branched €1-4 alkoxy groups. 



Translation Supplied by Rising Sun Communications Ltd. 
http://w^w.ri$ingsun.co.uk 



- 7 - 

The term "halogen atom" as used herein means a fluo- 
rine, chlorine, bromine or iodine atom. 

The term ^Uower alkylcarbonyl group" means a linear, 
branched or cyclic C2-7 alkylcarbonyl group, while the term 
^'lower alkylcarbonyloxy group" means a linear, branched or 
cyclic C2-7 alkylcarbonyloxy group. Here, those exemplified 
above as the ''lower alkyl group" can also be given as the 
examples of the lower alkyl portion of the lower alkylcar- 
bonyl or lower alkylcarbonyloxy group. Preferred examples 
of the alkylcarbonyl group include acetyl, propionyl, bu- 
tyryl and valeryl groups, while preferred examples of the 
alkylcarbonyloxy group include acetyloxy, propionyloxy, bu- 
tyryloxy and valeryloxy groups. 

The term '^hydroxy (lower alkyl) group" means a linear, 
branched or cyclic Ci~6 hydroxyalkyl group. Examples in- 
clude hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 1- 
hydroxypropyl, 2-hydroxypropyl, 3-hydroxypropyl, 1 -hydroxy- 
2-methylethyl, 1-hydroxycyclopropyl, 2-hydroxycyclopropyl, 
1-hydroxybutyl , 2-hydroxybut yl , 3-hydroxybuty 1 , 4 -hydroxy- 
butyl, 2-hydroxy-2~methylpropyl, l-hydroxy-2, 2-dimethyl- 
ethyl, l-hydroxy-l,2-dimethylethyl, 1-hydroxypentyl, 2- 
hydroxypentyl , 3-hydroxypentyl , 4-hydroxypentyl, 5-hydroxy- 
pentyl, 2-hydroxy-2-methylbutyl, 3-hydroxy-2-methylbutyl, 
4 -hy drox y- 2 -me thy Ibu t y 1 , 2 -hydroxy- 3-me t hylbu t y 1 , 3- 
hydroxy- 3-me thy Ibu t y 1 , 4 -hydroxy- 3 -me thy Ibu t y 1 , 2 -hydroxy- 
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4-inethylbutyl, 3-hydroxy-4-iaethylbutylr 4-hydroxy-4-methyl- 
butyl , 1-hydroxycyclopentyl , 2-hydroxycyclopentyl , 3- 
hydroxycyclopentyl, 1-hydroxyhexyl, 2-hydroxyhexyl, 3- 
hydroxyhexy 1 , 4-hydroxyhexyl , 5-hydroxyhexyl , 6-hydroxy- 
hexyl, 2-hydroxy-2-iaethylpentyl, 2-hydroxy-3-iaethylp€ntyl, 
2-hydroxy-4-iaethylpeiityl, 2-hydroxy-5-methylpentyl, 3- 
hydroxy-2-methylpentyl^ 3-hydroxy-3-iftethylpentyl/ 3- 
hydroxy-4-methylpentyl, 3-hydroxy-5-methylpentyl, 4- 
hydroxy- 2 -me t hy Ipenty 1 / 4 -hydroxy- 3-me thy Ipentyl / 4 - 
hydroxy- 4 -me thylpentyl , 4-hydroxy-5-methylpentyl / 5- 
hydroxy-2-me thy Ipentyl, 5-hydroxy-3-methy Ipentyl/ 5- 
hydroxy-4-methylpentyl, 5-hydroxy-5-methylpentyl, 1- 
hydroxycyclohexyl, 2-hydroxycyclohexyl, 3-hydroxycyclohexyl 
and 4-hydroxycyclohexyl groups. Among them^ linear or 
branched C1-4 hydroxyalkyl groups are particularly pre- 
ferred. 

The term ^'mono- or di- (lower alkyi) amino group" means 
an amino group substituted by one or two linear, branched 
or cyclic Ci-6 alkyl groups. Examples include methylamino, 
ethylamino, propylamino, isopropyl amino, cyclopropylamino, 
butylamino, isobutylamino, sec-butylamino, tert-butylamino, 
cyclobutylamino, pentylamino, 1-methylbutylamino, 2- 
methylbutylamino, isopentylamino, tert-pentylamino, 1,2- 
dimethylpropylamino, neopentylamino, 1-ethylpropylamino, 
cyclopentylamino, hexylamino, 1-methylpentylamino, 2- 
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me thylpentyl amino, 3-methylpentylamino, isohexylamino, 1- 
ethylbutylamino, 2-ethylbutylainino, 1, l-dimethylbutylamino, 
1,2-climethylbutylamino, 1, 3-dimethylbutylamino, 2,2- 
dimethylbutylamino, 2, 3-dimethylbutylaniino, 3, 3-dimethyl- 
butylamino, 1-methyl-l-ethylpropylaminO/ 1 -ethyl -2 -methyl - 
propylamine, 1, 1, 2-trimethylpropylamino, 1, 2, 2-trimethyl- 
propylamino, cyclohexylamino, dimethyl amino, diethylamino, 
dipropylamino, diisopropylamino, dibutylamino, diisobuty- 
lamino, methylethylamino/ methylpropylamino, methylisopro- 
pylamino, methylbutylamino, ethylpropylamino, ethylisopro- 
pylamino, ethylbutylamino, propylisopropylamino, propylbu- 
tylamino and isopropylbutylamino groups. Among them, amino 
groups each substituted by one or two linear or branched 
Ci-4 alkyl groups are preferred. 

The ''mono- or di- (lower alkyl) carbonyl amino group" 
means an amino group substituted by one or two linear, 
branched or cyclic Ca-? alkylcarbonyl groups. Examples in- 
clude acetylamino, propionylamino, butyrylamino, Isobutyry- 
lamino, cyclopropyl carbonyl amino, valerylamino, isovalery- 
lamino, sec-butylcarbonylamino, pi varoyl amino, cyclobutyl- 
carbonylamino, pentylcarbonylamino, 1-methylbutylcarbonyl- 
amino, 2-methylbutylcarbonylamino, isopentylcarbonylamino, 
tert-pentylcarbonylamino, 1, 2-dimethylpropylcarbonylamino, 
neopentylcarbonylamino, l-ethylpropylcarbonylamino, cy- 
clopentylcarbonylamino, hexylcarbonylamino, 1-methylpentyl- 



IVanslation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uIc 



- 10 - 

carbonyl amino r 2-methylpentylcarbonylaiainor 3-methylpentyl- 
carbonylamino/ isohexylcarbonylamino, 1-ethylbutylcarbonyl- 
amino/ 2-ethylbutylcarbonylamino, 1, 1-dimethylbutyl- 
carbonylamino, 1/ 2-diraethylbutylcarbonylaminO/ 1/3- 
dimethylbutylcarbonylamino/ 2, 2-dimethylbutylcarbonylaininO/ 
2, 3-dimethylbutylcarbonylamino/ 3, 3-diiaethylbutylcarbonyl- 
amino , 1 -methyl - 1 -e thylpropylcarbonylamino , 1 -ethy 1-2 - 
methylpropylcarbonylamino, 1/1, 2-trimethylpropylcarbonyl- 
aminor 1^2/ 2-trimethylpropylcarbonylamino, cyclohexylcar- 
bonylaraino, diacetylamino, dipropionylamino, dibutyry- 
laminOr diisobutyrylamino, divalerylaraino, diisovalery- 
laminor acetylpropionylamino/ acetylbutyrylamino/ acetyli- 
sobutyrylamino, acetyl valerylamino, propionylbutyrylamino, 
propionyliosobutyrylamino, propionyl valerylamino, butyryli 
sobutyrylamino, butyryl valerylamino and isobutyrylvalery- 
lamino groups. Among them, amino groups each substituted 
by one or two linear or branched C2.S alkyl groups are par- 
ticularly preferred. 

Examples of the ^^lower alkoxyalkyl group" include Ci-s 
alkoxy(Ci-6 alkyl) groups such as methoxymethyl, ethoxyme- 
thyl/ propoxymethyl, isopropoxymethyl, butoxymethyl, isobu 
toxyme thyl , sec-butoxymethyl , tert-butoxymethyl , cyclopro- 
poxyme thyl , pen tyloxymethyl , isopentyloxymethyl , hexyloxy- 
methyl , isohexyloxyme thyl , cyclopent yloxymethyl , cyclohexy 
loxymethyl, methoxyethyl, ethoxyethyl/ propoxyethyl, iso- 
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propoxyethyl , butoxyethyl , isobutoxyethyl / sec-butoxyethyl , 
t ert-butoxyethy 1 / cyclopropoxyethyl , pentyloxyethyl , 
isopentyloxyethyl, hexyloxyethyl, isohexyloxyethyl, cy- 
clopentyloxyethyli cyclohexyloxyethyl/ methoxypropyl/ 
ethoxypropyl , propoxypropyl , i sopropoxypropyl , butoxypro- 
pyl, isobutoxypropyl/ sec-butoxypropyl, tert-butoxypropyl, 
cyclopropoxypropyl, pentyloxypropyl, isopentyloxypropylr 
hexyloxypropy 1 , isohexyloxypropyl, cyclopentyloxypropyl, 
cyclohexyloxypropyl, methoxybutyl, ethoxybutyl, propoxybu- 
tyl/ isopropoxybutyl, butoxybutyl/ isobutoxybutyl, sec- 
butoxybutyl, tert-butoxybutyl, cyclopropoxybutyl, penty- 
loxybutyl, isopentyloxybutyl, hexyloxybutyl/ isohexyloxybu- 
tyl/ cyclopentyloxybutyl and cyclohexyloxybutyl groups. 
Among them/ C1-4 alkoxy(Ci-4 alkyl) groups are particularly 
preferred. 

Examples of the ^^lower alkoxycarbonylalkyl group" in- 
clude Ci-6 alkoxycarbonyl (Ci-6 alkyl) groups such as methoxy- 
carbonylme thyl , ethoxycarbonylmethyl , propoxycarbonylme- 
thy 1 , i sopropoxycarbony Ime thyl , butoxycarbonylme thyl , 
isobutoxycarbonylmethyl, sec-butoxycarbonylmethyl, tert- 
butoxycarbony Ime thyl/ cyclopropoxycarbony Ime thyl, penty- 
loxycarbony Ime thyl/ isopentyloxycarbonylethyl, hexyloxycar- 
bony Ime thyl, isohexyloxycarbonylmethyl, cyclopentyloxycar- 
bonylmethyl , cyclohexyloxycarbonylmethyl , methoxycarbon- 
ylethyl/ ethoxycarbonylethyl, propoxycarbonylethyl, isopro- 
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poxycarbonylethyl, butoxycarbonylethyl, isobutoxycarbon- 
ylethyl, sec-butoxycarbonylethyl/ tert-butoxycarbonylethyl, 
cyclopropoxycarbonylethyl, pentyloxycarbonylethyl, isopen- 
tyloxycarbonylethyl/ hexyloxycarbonylethyl, isohexyloxycar- 
bonylethyl, cyclopentyloxycarbonylethyl, cyclohexyloxycar- 
bonylethyl/ methoxycarbonylpropyl, ethoxycarbonylpropyl, 
propoxycarbonylpropyl/ isopropoxycarbonylpropyl, butoxycar- 
bonylpropyl , isobutoxycarbonylpropyl , sec-butoxycarbonyl- 
propyl, tert-butoxycarbonylpropyl, cyclopropoxycarbonylpro- 
pyl / penty loxycarbony Ipropyl , i sopent yloxycarbonylpropyl , 
hexyloxycarbonylpropyl , isohexyloxycarbonylpropyl, cy- 
clopentyloxycarbonylpropyl/ cyclohexyloxycarbony Ipropyl, 
methoxycarbonylbut yl / ethoxycarbonylbutyl / propoxycarbonyl- 
butyl, isopropoxycarbonylbutyl/ butoxycarbonylbutyl, isobu- 
toxycarbonylbut yl , sec-butoxycarbonylbutyl / tert-butoxy- 
carbonylbutyl , cyclopropoxycarbonylbutyl , pentyloxycarbon- 
ylbutyl 9 isopentyloxycarbonylbutyl, hexy loxycarbony Ibutyl, 
isohexy loxycarbony Ibutyl, cyclopenty loxycarbony Ibutyl and 
cyclohexyloxycarbonylbutyl groups. Among them, (C1-4 alk- 
oxy) carbonyl (Ci-4 alkyl) groups are particularly preferred. 

Examples of the ''carboxy (lower alkyl) group" include 
carboxy(Ci.6 alkyl) groups. Among them, preferred are car- 
boxy (C1-4 alkyl) groups such as carboxymethyl, carboxyethyl, 
carboxypropyl and carboxybutyl groups. 
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Examples of the ''mono- or di- (lower alkyl) aminoalkyl 
group" include mono- or di-(Ci.6 alkyl) amino (Ci-e alkyl) 
groups such as methylaminomethyl, methylaminoethyl, methy- 
laminopropyl, methylaminobutyl, ethylaminomethyl, ethylami- 
noethyl, ethylaminopropyl, ethylaminobutyl, .propylaminome- 
thyl, propyl aminoethyl, propylaminopropyl, propylaminobu- 
tyl, isopropylaminomethyl, isopropylaminoethyl, isopropy- 
laminopropyl, isopropylaminobutyl/ butylaminomethyl, buty- 
laminoethyl, isobutylaminomethyl, isobutylaminoethyl, sec- 
butylaminomethyl, see-but ylarainoethyl, tert-butylamino- 
methyl, tert-butylaminoethyl, dimethylaminomethyl, dimethy- 
laminoethyl, dime thy laminopropyl, dimethylaminobutyl, di- 
ethylaiainomethyl, diethylaminoethyl, diethylaminopropyl, 
dipropylaminomethyl, dipropylaminoethyl, dipropylaminopro- 
pyl, diisopropylaminomethyl, diisopropylaiainoethyl, diiso- 
propylaminopropyl, dibutylaminoethyl, dibutylaminobutyl, 
diisobutylaminomethyl, diisobutylaminobutyl, methylethy- 
laminomethyl, methylethylaminobutyl, methylpropylaminome- 
thyl, methylpropylaminoethyl, methylpropylaminopropyl, 
methylpropylaminobutyl, methylisopropylaminomethyl, meth- 
yl isopropylaminoethyl, methylisopropylaminopropyl, methyli- 
sopropylaminobutyl/ ethylisopropylaminoraethyl, ethylisopro- 
pylaminoethyl, ethylisopropylaminopropyl, ethylisopropy- 
laminobutyl, ethylpropylaminomethyl, ethylpropylaminoethyl, 
ethylpropylaminopropyl, ethylpropylaminobutyl , methylbuty- 
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laminomethyl, methylbutylaminoethyl, itiethylbutylaminopro- 
pyl/ methylbutylaminobutyl, ethylbutylaminomethyl/ ethylbu- 
tylaminoethyl, ethylbutylaminopropyl/ ethylbutylaminobutyl, 
propylbutylaminomethyl , propylbutylaminoethyl, propylbuty- 
laminopropyl , propylbutylaminobutyl, isopropylbutylaminome- 
thyl, isopropylbutylaminoethyl, isopropylbutylaminopropyl, 
isopropylbutylaminobutyl, dicyclopropylaminomethyl, dicy- 
clopropylaminoethyl , dicyclopropylaminopropyl / dicyclopro- 
pylaminobutylr methylcyclopropylaminomethyl, methylcyclo- 
propylaminoe thyl , methylcyclopropylaiainopropyl , niethylcy- 
clopropylaminobutyl, ethylcyclopropylaminomethyl, ethylcy-- 
clopropylaminoethyl , ethylcyclopropylaminopropyl r ethylcy- 
clopropylaminobutyl, cyclopropylpropylaminoiuethyl, cyclo- 
propylpropylaininoethyl, cyclopropylpropylaminopropyl, cy- 
clopropylpropylaininobutyl/ cyclopropylisopropylaminomethyl, 
cyclopropylisopropylaminoethyl, cyclopropylisopropylamino- 
propyl", cyclopropylisopropylaminobutyl, cyclopropylbuty- 
laminomethyl, cyclopropylbutylaminoethyl, cyclopropylbuty- 
laminopropyl/ cyclopropylbutylaminobutyl, cyclopentylmethy- 
laminomethyl, cyclopentylmethylaminoethyl, cyclopentyl- 
methylaminopropyl , cyclopent ylmethylaminobut yl , cyclopen- 
tylethylaminomethyl, cyclopent ylethylaminoe thyl, cyclopen- 
tylethylaminopropyl, cyclopent ylethylaminobutyl, cyclopen- 
tylpropylaminoraethyl/ cyclopent ylpropylaminoe thyl, cy- 
clopentylpropylaminopropyl, cyclopentylisopropylaminome- 
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thyl, cyclopentylisopropylaminoethyl, cyclopentylisopropy- 
laminopropyl, cyclopentylisopropylaminobutyli cyclopentyl- 
butylaminomethyl, cyclopentylbutylaminoethyl, cyclopentyl- 
butylaminopropyl/ cyclopentylbutylaminobutyl, cyclohexyl- 
methylaminomethyl, cyclohexylmethylaminoethyl, cyclohexyl- 
methylaminopropyl , cyclohexylmethylaminobutyl / cyclohexy- 
lethylaminomethyl, cyclohexylethylaminoethyl/ cyclohexy- 
lethylaminopropyl, cyclohexylethylaminobutyl, cyclohexyl- 
propylaminomethyl/ cyclohexylpropylaminoethyl, cyclohexyl- 
propylaminopropyl/ cyclohexylisopropylaminomethyl, cyclo- 
hexylisopropylaminoethyl, cyclohexylisopropylaitiinopropyl/ 
cyclohexyli sopropylaminobutyl , cyclohexylbutylaminomethyl , 
cyclohexylbutylaminoethyl, cyclohexylbutylaminorpropyl and 
cyclohexylbutylaminobutyl groups. Among them, mono- or di- 
(C1.4 alkyl) amino (Ci-4 alkyl) groups are preferred. 

Examples of the ''mono- or di- {lower alkyl) aminoalkyi- 
amino group" include mono- or di-{Ci-8 alkyl) amino I Ci-6 al- 
kyl) amino groups such as me thy laminome thyl amino, methylami- 
noethylamino/ methylaminopropylamino/ methylaminobutyl- 
amino/ ethylaminomethylamino, ethylaminoethylamino/ ethy- 
laminopropylamino, ethylaminobutylaminO/ propylaminomethy- 
lamino, propylaminoethylamino, propylaminopropylamino, pro- 
pyl aminobutyl amino, isopropylaminomethylamino, isopropy- 
laminoethylamino/ isopropylaminopropylamino/ isopropylami- 
nobut y lamino , bu t y 1 aminome thy 1 amino , bu t y 1 aminoe t hy 1 amino , 
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isobutylaminomethylamino, isobutylaminoethylamino/ sec- 
butylaminomethyl amino, sec-butylaminoethylamino/ tert- 
butylaminomethylamino, tert-butylaminoethylamino, dimethy- 
laminomethylamino, dimethylaminoethylamino, dimethylamino- 
propylamine/ dimethylaminobutylamino^ diethylaminomethy- 
lamino, diethylaminoethylamino, diethylaminopropylamino, 
dipropylaminomethylamino, dipropylaminoethyl amino / dipropy- 
laminopropylamino, diisopropylaminomethylamino/ diisopropy- 
laminoethyl amino, diisopropylaminopropylamino, dibutylami- 
noethylamino, dibutylaminobutylamino, diisobutylaminomethy- 
lamino, diisobutylaminobutylamino, methylethylaminomethy- 
lamino, me thylethylaminobutyl amino, methylpropylaminomethy- 
lamino, methylpropylaminoethylamino, methylpropylaminopro- 
pylamino, methylpropylaminobutylamino, methylisopropylami- 
noraethylamino, methyl isopropylaminoethylamino, methyliso- 
propylaminopropylamino, methylisopropylaminobutylamino, 
ethyli'sopropylaminopropylamino, ethylisopropylaminobuty- 
lamino, ethylpropylaminomethylamino, ethylpropylaminoethy- 
lamino, ethylpropylaminopropylamino, ethylpropylaminobuty- 
lamino, methylbutylaminomethylamino, methylbutylaminoethy- 
lamino, methylbutylaminopropylamino, methylbutylaminobuty- 
lamino, ethylbutylaminomethylamino, ethylbutylaminoethy- 
1 amino , e t hy Ibut y laminopropy 1 amino , e thylbut y 1 aminobu t y- 
lamino, propylbutylaminomethylamino, propylbutylaminoethy- 
lamino, propylbutylaminopropyl amino, propylbutylaminobuty- 
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lamino/ isopropylbutylaminomethylamino, isopropylbutylami- 
noe thy 1 amino, isopropylbutylaminopropylamino/ isopropylbu- 
tylaminobutylamino/ dicyclopropylaminomethylaminO/ dicyclo- 
propylaminoethylamino, dicyclopropylaminopropylamino/ dicy- 
clopropylaminobutylamino, methylcyclopropylaminomethy- 
lamino/ methylcyclopropylaminoethylamino, methylcyclopropy- 
1 aminopropy 1 amino / methyl cyclopropyl aminobuty lamino # e thy 1-- 
cyclopropylaminomethylamino/ ethylcyclopropylaminoethy- 
lamino, ethylcyclopropylaminopropylamino, ethylcyclopropy- 
laminobutylamino, cyclopropylpropylaminomethylamino, cyclo- 
propylpropylaminoethylamino/ cyclopropylpropylaminopropy- 
lamino, cyclopropylpropylaminobutylamino, cyclopropyliso- 
propylaminome thy lamino, cyclopropylisopropylaminoethy- 
lamino, cyclopropylisopropylaminopropylamino, cyclopropyli- 
sopropylaminobutylamino, cyclopropylbutylaminomethylamino, 
cyclopropyibutylaminoethylamino, cyclopropylbutylaminopro- 
pylamino, cyclopropylbutylaminobutylamino, cyclopentyl- 
methylaminomethylamino, cyclopentylmethylaminoethylamino, 
cyclopentylmethylaminopropylamino, cyclopentylmethylami- 
nobutylamino, cyclopentylethylaminomethylamino, cyclopen- 
tylethylaminoethylamino, cyclopentylethylaminopropylamino, 
cyclopentylethylaminobutylamino, cyclopentylpropylami- 
nomethyl amino, cyclopentylpropylaminoethylamino, cyclopen- 
tylpropylaminopropylamino, cyclopentylisopropylaminomethy- 
lamino, cyclopentylisopropylaminoethylamino, cyclopentyli- 
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sopropylaminopropylamino, cyclopentylisopropylaminobuty- 
lamino, cyclopentylbutylaminomethylamino, cyclopentylbuty- 
laminoe thy 1 amino ^ cyclopentylbutylaminopropylamino/ cy- 
clopentylbutylaminobutylamino/ cyclohexylmethylaminoiaethy- 
lamino, cyclohexylmethylaminoethylamino, cyclohexylmethy- 
laminopropylamino, cyclohexylmethylaminobutylamino, cyclo- 
hexylethylaminomethylamino, cyclohexylethylaminoethylamino 
cycylohexylethylaminopropylamino/ cyclohexylethylaminobuty 
lamino, cyclohexylpropylaminomethylamino/ cyclohexylpropy- 
laminoethylamino, cyclohexylpropylaminopropylaminO/ cyclo- 
hexylisopropylaminomethylamino, cyclohexylisopropylamino- 
ethylamino, cyclohexylisopropylaminopropylamino, cyclo- 
hexylisopropylaminobutylamino, cyclohexylbutylaminomethy- 
lamino/ cyclohexylbutylaminoethylamino, cyclohexylbuty- 
laminopropylamino and cyclohexylbutylaminobutylamino 
groups. Among them, mono- or di-(Ci-4 alkyl) amino (C1-4 al- 
kyl) amino groups are particularly preferred. 

Examples of the ''phenylalkyl group" include phenyl (Ci- 
alkyl) groups such as benzyl, phenetyl, 1-phenylethyl, 1- 
phenylpropyl, 2-phenylpropyl, 3-phenylpropyl, 1-methyl-l- 
phenylethyl, l-ethyl-2-phenylethyl, l-phenylbutyl, 2- 
phenylbuty 1 , 3-phenylbut y 1 , 4 -phenylbuty 1 , l-benzylpropyl , 
1 -methyl - 1 -pheny Ipropy 1 , 1 -methyl - 2 -phenylpropy 1 , 1 -me thy 1 
3-phenylpropyl/ 2-methyl-l-phenylpropyl/ 2-methyl-2- 
phenylpropyl, 2 -methyl -3-phenylpropyl and 1, l-dimethyl-2- 
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phenylethyl groups. 

Examples of the ^'lower alkylthio group" include Ci^e 
alkylthio groups such as methylthio, ethylthio, propylthio/ 
isopropylthio, cyclopropylthio, butyl thio, isobutylthio^ 
sec-butylthio, tert-butylthio^ cyclobutylthio, pentylthio, 

1- methylbutylthiO/ 2-inethylbutylthio, isopentylthio, tert- 
pentylthio, 1, 2-dimethylpropylthio, neopentylthio/ 1-ethyl- 
propylthiO/ cyclopentylthio, hexylthio, l-methylpentylthio/ 

2- methylpentylthio, 3-methylpentylthio, isohexylthio, 1- 
ethylbutylthio/ 2-ethylbutylthio, 1, 1-dimethylbutylthiO/ 
1,2-diemthylbutylthio, 1, 3-diiaethylbutylthio, 2, 2-dimethyl- 
butylthio, 2, 3-diinethylbutylthiO/ 3, 3-dimethylbutylthio, 1- 
methyl-l-ethylpropylthio/ l-ethyl-2-methylpropylthiO/ 

1, 1, 2-trimethylpropylthiOr 1,2, 2-trimethylpropylthio and 
cyclohexylthio groups. Among them, C1-4 alkylthio groups 
are particularly preferred. 

The term **saturated nitrogen-containing heterocyclic 
group" means a saturated 5-7 membered heterocyclic group 
containing at least one nitrogen atom in the ring thereof. 
Preferred examples include saturated 5-6 membered heterocy- 
clic groups each containing one or two nitrogen atoms and 0 
or 1 oxygen or sulfur atom, such as pyrrolidinyl, imida- 
zolidinyl , pyrazol idinyl , oxazolidinyl , thiazolydinyl , 
isooxazolidinyl, isothiazolidinyl, piper idinyl, piperazi- 
nyl, morpholino and thiomorpholino groups. 
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The ''unsaturated nitrogen-containing heterocyclic 
group" means an unsaturated 5-7 meiobered heterocyclic group 
containing at le^st one nitrogen atom in the ring thereof. 
Preferred are unsaturated 5-6 membered heterocyclic groups 
each containing 1 to 4 nitrogen atoms and 0 or 1 oxygen or 
sulfur atom. Specific examples include pyrrolyl, imida- 
zolyl, pyrazolyl, triazolyl, tetrazolyl, oxazolyl, thia- 
zolyl, isooxazolyl, isothiazolyl, pyridyl, dihydropyridyl 
and tetrahydropyridyl groups. 

Examples of the '^branched alkylamino group" include 
branched C2-6 alkylamino groups, more specifically, isopro- 
pylamino, sec-butyl amino and isobutylamino groups. 

Examples of the ^'piperidinylalkylamino group" include 
piperidinyl (Ci-6 alkyl) amino groups, more specifically, 
piperidinylmethylamino and piperidinylethylamino groups. 

In the invention compound (I), it is preferred that 
one of R^, and R^ represents a lower alkoxy, nitro or 
formylamino group and the other two are selected from a hy- 
drogen atom, a hydroxy group, a lower alkyl group, a lower 
alkoxy group, a lower alkylcarbonyloxy group, a halogen 
atom, a nitro group, an amino group, a mono- or di- (lower 
alkyl) amino group, mono- or di- (lower alkyl) carbonylamino 
group, formylamino group and mono- or di- (lower al- 
kyl) aminoalkylamino group. As the nitrogen-containing het- 
erocyclic group represented independently by R^ and r\ 
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piperidinyl, piperazinyl and pyridyl groups are particu- 
larly preferred. 

As the nitrogen-containing heterocyclic group which is 
formed by and together with the adjacent nitrogen 
atom, saturated nitrogen-containing heterocyclic groups are 
preferred, with pyrrolidinyl, imidazolidinyl, pyrazolidi- 
nylr piperidinyl, piperazinyl, isooxazolidinyl and mor- 
pholino groups being particularly preferred. 

As the nitrogen-containing saturated heterocyclic 
group which is formed by and R^ together with the adja- 
cent carbon atom, pyrrolidinyl, imidazolidinyl, pyrazolidi- 
nyl, oxazolidinyl, thiazolidinyl groups are particularly 
preferred. 

In the formula (I), it is preferred that one of R^ 
arid R"* represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from a hydrogen atom, 
a hydroxy group, a lower alkyl group, a lower alkoxy group, 
a lower alkylcarbonyloxy group, a halogen atom, a nitro 
group, an amino group, a mono- or di- (lower alkyl) amino 
group, a mono or di- (lower alkyl) carbonylamino group, a 
formylamino group and a mono- or di- (lower alkyl) amino- 
alkylamino group; R^ represents a hydrogen atom or a lower 
alkyl group; R^ represents a hydrogen atom, a halogen atom 
or a lower alkyl group; A represents -N(R^)R'' (in which R^ 
and R^ have the same meanings as defined above); B repre- 
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sents an iraino group which may be substituted by a lower 
alkyl group; and m stands for 2 to 4. 

Furthermore, in the formula (I), it is particularly 
preferred that one of rS and R^ represents a lower alk- 
oxy, nitro or formylamino group and the other two are se- 
lected from a hydrogen atom, a hydroxy group, a lower alk- 
oxy group and a halogen atom; and R* each represents a 
hydrogen atom; B represents an imino group which may be 
substituted by a lower alkyl group; m stands for 2 to 4; 
and A represents -NIR^IR"^ (in which R^ and r'' have the same 
meanings as defined above) . 

The invisntion compound (I) or intermediate (II) for 
the preparation of the invention compound can be converted 
into its salt in a manner known per se in the art. Exam- 
ples of the salt of the invention compound (I) or interme- 
diate (II) include acid addition salts with an inorganic 
acid, 'such as hydrochloride, sulfate, nitrate, phosphate, 
hydrobromide and hydroiodide; and acid addition salts with 
an organic acid such as acetate, oxalate, malonate, succi- 
nate, maleate, fumarate, lactate, malate, citrate, tar- 
trate, methanesulfonate and ethanesulfonate. 

The present invention also embraces various solvates, 
such as hydrates, of the invention compound (I) or the in- 
termediate (II) - 
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The invention compound (I) sometimes exhibits proton 
tautomerism^ particularly imine-enamine tautomerism. Exam- 
ples of such tautomerism include: 



The invention compound (I) or the Intermediate (11) 
can be prepared by various synthesis processes, with its 
basic skeleton or characteristics of its group taken into 
consideration. Typical synthesis processes (A and B) for 
it will be described below. Here, it is possible to pre- 
pare the invention compound by any one of the preparation 
process A, preparation process B and processes in accor- 
dance therewith. 
Preparation Process A: 





D 



Step Al 




D 



H-B-(CH2)m-A (V) 

( +N-substituton,0-substitution 

reaction or the like) 



Step A2 



(I) 
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Ri. 

R2 



R5 

B-(CH2)ni-A 



R3 

(1) 

wherein X represents an eliminating group such as p- 
nitrophenoxy group, a halogen atom or a hydroxy group, and 
R^, R^, R^, R\ R*, a, B, D and m have the same meanings as 
defined above. 

This process will hereinafter be described by each 

step« 
Step Al: 

A thiazole derivative (II) can be prepared by reacting 
the compound represented by the formula (III) with the com- 
pound represented by the formula (IV) . The reaction is 
carried out in the presence or absence of a base, for exam- 
ple, an alkali metal carbonate such as potassium carbonate, 
potassium bicarbonate, sodium carbonate or sodium bicarbon- 
ate, an alkali metal hydroxide such as potassium hydroxide, 
sodium hydroxide or lithium hydroxide, an alkylamine such 
as triethylamine or diisopropylethylamine, or a pyridine 
base compound such as pyridine, lutidine or 4-dimethyl- 
aminopyridine in a solventless manner or in a solvent which 
does not exert an influence on the reaction, for example, 
an aprotic polar solvent such as acetonitrile, N,N- 
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dimethyl formamide or dimethylsulfoxide, a halogen base sol- 
vent such as methylene chloride, chloroform or 1,2- 
dichloroe thane, an ether base solvent such as ether, tetra- 
hydrofuran or dioxane or a benzene base solvent such as 
toluene. The reaction can ordinarily be carried out at 
room temperature or under heating* 

When X of Compound (III) represents a hydroxy group, 
the main reaction can be carried out after it is converted 
into a highly reactive substituent such as p-nitrophenoxy 
group or halogen atom in a manner known per se in the art. 

Incidentally, when the thiazole derivative (II) or in- 
vention compound (I) containing as any one of R^, and R^ 
an amino group or a lower-alkyl-substituted amino group is 
prepared, the main reaction is effected after protection of 
the amino group of Compound (III), followed by deprotection 
after the main reaction or after the reaction in the subse- 
quent step A2; or the main reaction is effected by using a 
nitro-containing Compound (III), followed by reduction af- 
ter the main reaction or after the reaction in the step A2 
to convert the nitro group into an amino group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing a hydroxy group as any one of R^, R^ 
and R^ is prepared. Compound (III) containing an alkoxy 
group can be used instead of that containing a hydroxy 
group. In this case, after the main reaction or the reac- 
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tion in the subsequent step A2/ the alkoxy group is con- 
verted into a hydroxy group through the dealkylation reac- 
tion by using a pyridine hydrochloride, boron tribromide, a 
solution of hydro genbromide solution in acetic acid, cata- 
lytic reduction or the like. 

When the thiazole derivative (II) or invention com- 
pound (I) containing a lower alkylcarbonyloxy group as any 
one of and R^ is prepared, a carboxylic acid or reac- 

tive derivative thereof is acted to the invention compound 
which has been prepared above and contains a hydroxy group 
as any one of R^, R^ and R^. 

When the thiazole derivative {II) or invention com- 
pound (I) containing as any one of R^, R^ and R^ a halogen 
atom, hydroxy group or nitro group is prepared, a nitrite 
salt and a strong acid are acted on the amino-containing 
compound (III) to convert it into a diazonium salt and then 
the re'sulting diazonium salt is converted it into various 
substituents by the substitution reaction (Sandmeyer 
method, Gattermann reaction, Schiemann reaction) . This op- 
eration can be carried out after the main reaction or after 
the reaction in the subsequent step A2. 
step A2 

The invention compound (I) can be obtained by reacting 
the thiazole derivative (II) obtained in the step Al with 
Compound (V) and then subjecting the reaction mixture to N- 
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substitution reaction as needed. The reaction is effected 
as in Step Al. 

When D of the thiazole derivative (II) represents a 
hydroxy group, it is also possible to carry out the main 
reaction after converting the derivative into a highly re- 
active substituent such as p-nitrophenoxy group or halogen 
atom in a manner known per se in the art. 

The invention compound (I) can be introduced into an- 
other invention compound (I) by subjecting it to N- 
substitution reaction or 0-substitution reaction. The N- 
substitution reaction can be effected by the method known 
to date such as monoalkylation, dialkylation or amidation. 
More specifically, the N-substitution can be carried out as 
needed by the reaction in which a reducing agent such as 
formic acid or boron hydride compound and an aldehyde such 
as formaldehyde, acetaldehyde or glyoxal or an acid anhy- 
dride such as acetic anhydride are used in combination, the 
reaction in which a carboxylic acid or reactive derivative 
thereof is used, the reaction in which an alkyl halide is 
used, the reaction in which a compound containing therein 
an eliminating group such as lower alkoxy, lower alkylthio, 
lower alkylsulfonyl or lower alkylsulf inyl, or a halogen 
atom is used, the reduction reaction in which an aldehyde 
or ketone is acted to form an imine derivative, followed by 
the addition of a boron hydride compound or the hydrogena- 
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tion reaction in which a palladium carbon or the like is 
used as a catalyst, or a combination thereof. Inciden- 
tally, when a phthaliraide-substituted alkyl halide is em- 
ployed in the N-substitution reaction using an alkyl hal- 
ide/ it is possible to convert the phthalimide group into 
an amino group by a base such as methylamine (Gabriel syn- 
thesis) and then subject the resulting amino group to the 
N-substitution reaction. 

The 0-substitution reaction can be effected by the 
method known to date such as alkylation or acylation. It 
is possible to effect the 0-substitution reaction as needed 
in accordance with the reaction in which a carboxylic acid 
or reactive derivative thereof is used or the reaction in 
which an alkyl halide is used, or a combination thereof. 

Incidentally, as Compound (V) , a commercially- 
available compound can be employed or alternatively, it can 
be prepared by using the above-described reactions for N- 
substitution in combination as needed*. 
Preparation Process B 




Step Bl 
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wherein X, R^ R^, r\ rS r*, a, B, D and m have the same 
meanings as defined above. 
Step Bl 

Compound (VI) can be prepared by reacting Compound 
(IV) with Compound (V), The reaction is effected in a 
similar manner to Step A2. 
Step B2 - 

Compound (VI) obtained in Step Bl'can be introduced 
into the invention compound (I) by being reacted with Com- 
pound (III). The reaction is effected in a similar manner 
to Step Al, 

Incidentally, when the invention compound (I) contain- 
ing as any one of R^ R^ and R^ an amino group or (lower al- 
kyl) -substituted amino group is prepared^ the main reaction 
is effected after the protection of the amino group of Com- 
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pound (III), followed by deprotection; or the main reaction 
is effected using a nitro-containing Compound 1111), fol- 
lowed by reduction after the main reaction or after the re- 
action in Step A2 to convert the nitro group into an amino 
group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of and R^ a hydroxy 
group is prepared, it is possible to use an alkoxy- 
containing Compound (III) instead of using a hydroxy- 
containing Compound (III) . when the alkoxy-containing Com- 
pound (III) is used, the derivative or the invention com- 
pound is prepared, subsequent to the main reaction or the 
reaction in Step A2, by the dealkylation reaction using 
pyridine hydrochloride, boron tribromide, a solution of hy- 
drogenbromide solution in acetic acid, or catalytic reduc- 
tion to convert the alkoxy group into a hydroxy group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of R^ and R^ an alkyl- 
carbonyloxy group is prepared, a carboxylic acid or reac- 
tive derivative thereof is acted to the invention compound 
which has been prepared above and contains as any one of 
R^, R^ and R^ a hydroxy group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of RS R^ and R^ a halogen 
atom, hydroxy group or nitro group is prepared, a nitrite 
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salt and a strong acid are acted on the amino- containing 
compound (III) to convert it into a diazonium salt and then 
the resulting diazonium salt is converted it into various 
substituents by the substitution reaction (Sandmeyer 
method, Gattermann reaction, Schiemann reaction) . This 
procedure can be carried out after the main reaction or af- 
ter the reaction in the subsequent step A2. 

Invention Compound (I) prepared by any one of the 
above-described Preparation Processes A and B and processes 
in accordance therewith can be prepared in the form of a 
salt in a manner known per se in the art. 

Invention Compound (I) so obtained has, as will be de- 
scribed later, excellent improving effects on gastrointes- 
tinal dysmotility and at the same time has high safety so 
that it is useful^ for the prevention and treatment of dys- 
motility in the gastrointestinal tract. Examples of the 
symptoms and diseases caused by digestive dysmotility includ 
epigastric dyscomfort, nausea, vomiting, heart burn, anorexi 
epigastric pain, abdominal flatulence, chronic gastritis, 
reflux esophagitis and postgastrectomy syndrome. 

The invention compound (I) can be formed as a composi- 
tion for oral or parenteral administration, mixed with a 
pharmaceutically acceptable carrier- The invention com- 
pound (I) can be formulated into tablets, powders, ^granules 
or capsules by adding suitable additives, for example, an 
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excipient such as lactose/ laannitol, corn starch or crys- 
talline cellulose, a binder such as cellulose derivative/ 
gum arabic or gelatin, a disintegrator such as carboxyme- 
thyl cellulose calcium and a lubricant such as talc or mag- 
nesium stearate as needed. These solid preparations can 
also be formed into an enteric-coated preparation by using 
a covering base such as hydroxypropyl methylcellulose 
phthalate, hydroxypropyl methylcellulose acetate succinate, 
cellulose acetate phthalate or inethacrylate copolymer. As 
a composition for parenteral administration, the invention 
compound can be formulated into a liquid agent for injec- 
tion by using water/ ethanol, glycerin and ordinarily-used 
surfactant, or into a suppository by using a suppository 
base in combination. 

The dosage of the invention compound (I) varies de- 
pending on the age, weight, symptom, treatment effects, ad- 
ministzration method and administration term. In the case 
of oral administration, the compound (I) is generally ad- 
ministered at a dose of 0,1 to 2,000 mg/day, preferably 1 
to 300 mg/day in one to three portions a day. 
{Gastroprokinetic activity) 

Force transducers (F-121S; Star Medical) were chroni- 
cally implanted onto the gastric antrum and duodenum of a 
male dog (weight: 9 to 10 kg) [Itoh, Z. et al,. Am, J. Dig. 
Dis., 22, 117-124(1977)]. The test was carried out two 
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hours after feeding (30 g/kg, Gaines meal; Ajinomoto Gen* 
eral Foods) . Contraction signals obtained from each trans- 
ducer were amplified (RTA-1200; Nihon Kohden) and recorded 
on a recorder and a computer. 

The area under the contraction wave and base line in 
the antrum was integrated by an analysis program (DSSFFT, 
V. 21; Nihon Kohden) . Motor activity in the antrum was ex- 
pressed as the motor index. The test compound was dis- 
solved in physiological saline and given intravenously. 

The results were calculated by the following equation 
and are shown in Table 1 as % of motor index. 

Motor index for 10 min 
after administration 

Motor index (%) = x 100 

Motor index for 10 min 
before administration 
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Table 1 



Compound 


Dose 
(mg/kg) 


Motor index 
(%) 


Compound of Ex. 3 


5 


202 . 3 


Compound of Ex. 6 


5 


284.5 


Compound of Ex. 9 


5 


316.7 


Compound of Ex. 10 


1 


254. 8 


Compound of Ex. 11 


1 


310.7 


Compound o f Ex • 1 2 


0.5 


229.5 


^Oluf^OUnCL OI. i!#X • X / 


c 
D 


Job . u 


Compound of Ex. 18 


5 


299.0 


Compound of Ex. 19 


5 


420.9 


Compound of Ex. 21 




157.1 


Compound of Ex. 38 




213.3 


Compound of Ex. 115 




342.9 


Compound of Ex. 117 




437.4 


Compound of Ex. 156 




257.0 


Compound of Ex. 162 




265.7 



(Toxicity Test) 

Three ICR mice (4-5 weeks) were employed in each 
group. Test compound suspended with 5% gum arable was 
given orally at a dose of 500 mg/kg. Within one week ob- 
servation, no case of death was observed in each group. 
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Examples 

The present invention will hereinafter be described 
more specifically by Referential Examples and Examples 
but it should however be borne in mind that the present 
invention is not limited to or by the following exam- 
ples. 

Referential Example 1 

2- [N- (3, 4 -Dime thoxybenzoyl) amino] -4- (ethoxycarbonyl) - 
Ir 3-thiazole 

In 100 ml of methylene chloride, 21.3 g of 2-amino-4- 
ethoxycarbonyl-1, 3-thiazole was suspended, followed by the 
addition of 24.8 g of 3,4-dimethoxybenzoyl chloride, 25.3 g 
of triethylamine and 0.15 g of 4-dimethylaminopyridine. 
The resulting mixture was refluxed for 2 hours. After the 
reaction mixture was allowed to cool down, methylene chlo- 
ride was distilled off under reduced pressure. To the 
residue, 1000 ml of water was added. Crystals so precipi- 
tated were collected by filtration and then recrystallized 
from ethanol, whereby 30.3 g of the title compound was ob- 
tained. Yield: 73%. 

'H-NMR(CDCl3)8: 1.39(3H,t), 3.95(3H,s), 3.97(3H,s), 
4.39(2H,q), 6.95(lH,d), 7 . 46-7.51 (2H,m) , 7.88(lH,s), 
9.91 (lH,brs) . 
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Referential Example 2 

2- [N- {2, 4, 5-Trimethoxybenzoyl) amino] -4- (ethoxycarbonyl) - 
1,3-thiazole 

In a similar manner to Referential Example 1 except 
that 2^ 4, 5-trimethoxybenzoyl chloride was used instead of 
3,4-dimethoxybenzoyl chloride, the title compound was ob- 
tained. 

IR{KBr)cm"*: 3299, 3127, 1728, 1665 

^H-NMR(CDCl3)5: 1.42(3H,t), 3,92(3H,s), 3.97(3H,s), 

4,09(3H,s), 4.43(2H,q), 6.58|lH,s), 7.77(lH,s), 

7.85(lH,s), 11.13(lH,brs) . 
Referential Example 3 

2- [N- (2, 4, 5"-Trimethoxybenzoyl) amino] -4- {hydroxy- 

carbonyl) -1, 3-thiazole 

In 100 ml of methanol, 15 g of 2-[N- (2, 4, 5-trimethoxy- 
benzoyl) amino] -4- (ethoxycarbonyl) -1, 3-thiazole obtained in 
Referential Example 2 were suspended, followed by the addi- 
tion of an aqueous solution which had been obtained by dis- 
solving 8.19 g of sodium hydroxide in 100 ml of water. The 
resulting mixture was stirred at room temperature for one 
hour. The reaction mixture was made acidic with IN hydro- 
chloric acid and the crystals so precipitated were col- 
lected by filtration, whereby 9.2 g of the title compound 
was obtained. Yield: 66%. 
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MS(FAB,in/z) : 399 (MH*) 
IR(KBr)cia"^: 1719, 1655 

^H-NMR(DMSO-d6)5: 3.78(3H,$), 3.92(3H,s), 4.03(3H,s), 

6.85|lH,s), 7.43(lH,s), 8.00(lH,s), 9. 00 (lH,brs) , 

11.52 {lH,brs) . 
Referential Example 4 

2- [N-Methyl-N- (3, 4-dimethoxyben2oyl) amino] -4- 

(ethoxycarbonyl) -1, 3-thiazole 

In a similar manner to Referential Example 1 except 
that 2- (N-methylamino) -4- (ethoxycarbony)-l, 3-thiazole was 
used instead of 2-amino-4-ethoxycarbonyl-l, 3-thiazole/ the 
title compound was obtained. 

MS(EI,m/2) ; 350 (M^) 

IR(KBr)cm'*: 1719, 1655 

'H-NMR(DMSO-d6)6: 1.41(3H,t), 3.8G{3H,S), 3.92{3H,s), 

3.95(3H,s), 4.41(2H,q), 6.93-6.96(lH,m) , 7.15- 

7.2r(2H,m), 7.90(lH,s), 
Referential Example 5 

2- (N-Methylamino) -4- [ (2-dimethylaminoethyl) amino- 

carbonyl]-!, 3-thiazole 

In 3.5 g of N,N-dimethylethylenediamine, 2.5 g of 2- 
(N-methylamino) -4- (ethoxycarbonyl) -1, 3-thiazole was dis- 
solved, followed by stirring at 100 °C for 6 hours. The 
reaction mixture was poured into isopropyl alcohol and the 
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crystals so precipitated were collected by filtration^ 
whereby 1.68 g of the title compound was obtained. Yield: 
51.5%. 

MS(EI,m/2) : 228 (M*) 

IR{KBr)cm"^ 3395, 3198, 3104, 2824, 1657 

^H-NMR(CDCl3)8: 2.27 {6H,s), 2.50(2H,t), 2.97 (3H,d), 

3.49(2H,m), 5.37(lH,br), 7.30(lH,s), 7.46(lH,br). 
Referential Example 6 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- 

(ethoxycarbonyl) -1, 3-thia2ole acetate 

To 18.2 g of 2-[N-(2,4,5-trimethoxybenzoyl)amino]"4- 
{ethoxycarbonyl)-l,3-thiazole obtained in Referential Exam- 
ple 2, 17.5 g of pyridine chloride, 3.93 g of pyridine and 
150 ml of N,N-dimethylformamide were added, followed by re- 
flux for 6 hours. The reaction mixture was poured into ice 
water. The crystals so precipitated were collected by fil- 
tration, washed with water and then dried under reduced 
pressure. The crystals so obtained were recrystallized 
from acetic acid, whereby 14.3 g of the title compound was 
obtained. Yield: 70%. 

MS(EI,m/z) : 413 (M*) 

IR(KBr)cm"^: 3135, 1715, 1709, 1644 

^H-NMR(DMSO-d6)6: 1.31{3H,t), 1.91(3H,s), 3.78(3H,s), 
3.83(3H,s), 4.30(2H,q), 6.61{lH,s), 7.64(lH,s), 
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8.11(lH,s), 11.5(lH,brs), 12.4 (lH,brs) . 
Example 1 

2- [N-Methyl-N- (3, 4-diinethoxybenzoyl) amino] -4- [ (2- 

dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
(Preparation Process A) 

A mixture of 8.41 g of 2- [N-methyl-N- (3, 4-dimethoxy- 
ben2oyl) amino] -4- (ethoxycarbonyl) -1/ 3-thiazole obtained in 
Referential Example 4 and N,N-dimethylethylenediamine was 
stirred at 100 °C for 4 liours. After being allowed to cool 
down, the reaction mixture was purified by chromatography 
on a silica gel column (chloroform: methanol = 5:1), whereby 
7.8 g of the title compound was obtained as a free base. 
The compound so obtained was converted into its maleate and 
thus, the title compound was obtained. Yield: 82%. 

MS(EI,m/z) : 392 (M*) 

IR(KBr)cm'"^: 3380, 1649 

^H-NMR(DMSO-d6)8: 2.84(6H,s), 3.21-3.35 (2H,m) , 3.60- 
3,66(2H,m), 3,70(3H,s), 3.82(3H,s), 3.84(3H,s), 
6.01(2H,s), 7.09(lH,d), 7 .25-7 .28 (2H,m) , 7.93(lH,s), 
8,56(lH,t), 8.60-10.00(lH,br), 13.00-14.00 (lH,br) . 
(Preparation Process B) 

1.68 g of 2-(N-methylamino)-4-t (2-dimethylaminoethyl)- 
aminocarbonyl] -1^ 3-thia2ole obtained in Referential Example 
5 and 2.23 g of p-nitrophenyl 3, 4-dimethoxyphenylbenzoate 
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were stirred at 140°C for 6 hours. The reaction mixture 
was dissolved in chloroform^ washed successively with a 
saturated aqueous solution of sodium bicarbonate and satu- 
rated saline and then dried. The solvent was distilled off 
and the residue was recrystallized from ethyl acetatef 
whereby 675 mg of the title compound was obtained as a free 
base* The compound so obtained was converted into a 
maleate as in Preparation Process 1 and thus# the title 
compound was obtained. 
Example 2 

2- [N- (3, 4-Dimethoxyben2oyl)*amino] -4- [ (2-aminoethyl) - 

aminocarbonyl] -1/ 3-thiazole hydrochloride 

A mixture of 8 g of 2- [N- (3, 4-dimethoxybenzoyl) amino] - 
4- (ethoxycarbonyl)-l, 3-thiazole obtained in Referential Ex- 
ample 1 and 14.3 g of e thy lenedi amine was stirred at lOO^C 
for one hour. The reaction mixture was subjected to dis- 
tillation under reduced pressure. To the residue, 50 ml of 
methanol was added and crystals so precipitated were col- 
lected by filtration, whereby 6.5 g of the title compound 
was obtained as a free base. The compound was converted 
into its hydrochloride and thus, the title compound was ob- 
tained. Yield: 78%. 

MS(FAB,m/z): 351 (MH*) 

IR(KBr)cm'^: 3400, 3381, 1653, 1650 
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^H-NMR(DMSO-d6)6: 2 .99 (2H,m) , 3.56(2H,m), 3.86|3H,s), 
3.87(3H,5), 7.11(lH,d), 7.73-7.80 {2H,m) , 8.14(3H,br), 
8.23{lH,t); 12.68(lH,br) , 13 . 00-14 . 00 (lH,br) ; 

In a similar manner to Example 1 or 2, Compounds of 
Examples 3 to 21 which will be described below were pre- 
pared using a compound selected from those obtained in Ref- 
erential Examples 1 to 5. 
Example 3 

2- [N- (3, 4-Dimethoxyben2oyl) amino] -4- [ {2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(FAB,m/z): 379 (MH*) 
IR{KBr)cm"^: 3359, 1650, 1551 

^H-NMR(DMSO-d6)6: 2.83 (6H,s), 3.24 (2H,t), 3.64 (2H,q), 
3.86{3H,s), 3.87(3H,s), 6.03{2H,s), 7.12(lH,d), 
7.71"7.80(2H,m), 7,88(lH,s), 8 .20 (IH^brs) , 
12.58 (3H,brs) . 
Example 4 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (1-imidazolyl) - 
ethyl] aminocarbonyl] -1, 3-thiazole dihydrochloride 
MS(EI,m/2) : 401 (M*) 
IR(KBr)cm"^: 3142, 1676, 1578 

^H-NMR{DMSO-d6)5: 3 . 73-3.86 <8H,m) , 4.39-4.42 {2H,m) , 
7.11(lH,d), 7.66-8.28{6H,m), 9.20-9.21 (lH,m) , 
12.64(lH,br), 14 .77 (lH,br) , 13.00-14 , 00 (lH,br) . 
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Example 5 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-ciiethylaiaino- 
ethyl) arainocarbonyl] -1, 3-thiazole 
MS(FAB,m/2) : 407 (MH*) 
IR(KBr)cm'^: 3390, 3246, 1684, 1659 
'H-NMR(DMS0-d6)5: 1.25{6H,t), 3.13-3.25(6H,m) , 3.65- 
3.72(2H,m), 3,87(6H,s), 7.12(lH,d), 7,73-7,80 {2H,m) , 
7.96(lH,s), 8-40(lH,t), 10 , 57 (lH,br) , 12 . 67 (IH, br) . 
Example 6 

2- (N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoetliyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 434 (M*) 
IR(KBr)cm"': 3403, 1671, 1651 

^H-NMR(DMSO-d6)5: 1.30{12H,d), 3.10-3.78 {6H,m) , 
3.86(6H,s), 6.05{2H,s), 7.12{lH,d), 7.70-7.89{3H,m) , 
8.30-8.70(3H,br), 12.54(lH,s). 
Example 7 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [N-methyl-N- (2- 
dimethylaroinoethyl) aminocarbonyl] -1, 3-thiazole f iimarate 
MS(FAB,m/z) : 393 (MH") 
IR(KBr)cm"*: 3453, 1617, 1516, 1269 

'H-NMR(DMSO-d6)5: 2.40(6H,br), 2.81 (2H,m), 3.06(3H,m), 
3,68(2H,brs), 3.85(3H,s), 3.86(3H,s), 6,59(2H,s), 
7,ll(lH,d), 7.59(lH,d), 7,77(2H,m). 
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Example 8 

2- [N- (2, 4-Dimethoxybenzoyl) amino] -4- ( (2 -dimethyl amino- 
ethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 377 (M*) 
IR{KBr)cm-^: 3335, 1709, 1653 

^H-NMR(DMS0-d6)S: 2.59(2H,t), 2.84 (6H,s), 3.61(2H,q), 
3.89(3H,s), 4.04(3H,s), 6.02(2H,s), 6.73-6. 80 (2H,m) , 
7.87-7.96(2H,m) , 8.47(lH,t), 8 . 60-10. 00 (IH, br) , 
11.23(lH,s), 13. 00-14. 00(lH,br) . 
Example 9 

2- tN- (2| 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl)aminocarbonyl]-l,3-thiazole maleate 
MS(EI,m/2) : 407 (M*) 
IR(KBr)cm"^: 3322, 1657, 1611 

^H-fMl{DMSO-d6)6: 2.83(6H,s), 3.25(2H,t), 3.60(2H,t), 
3.78(3H,s), 3.93(3H,s), 4.07(3H,s), 6,02(2H,s), 
6.89(lH,s), 7.51(lH,s), 7.89(lH,s), 8.52(lH,t), 8.60- 
10.00(lH,br) , 11.25(lH,s), 13 . 00-14 . 00 (lH,br) . 
Example 10 

2-[N-(2, 4, 5-Trimethoxybenzoyl)amino]-4- [ {2-diethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 

MS (FAB,in/z) : 437 (MH*) 

IR(KBr)cm"^: 3380, 3331, 1664, 1610 

^H-NMR(DMSO-d6>8: 1.21 (6H,t), 3.16-3.26 {6H,m) , 3.57- 
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3.64(2H,m), 3,93{3H,s), 4,07(3H,s), 4.20(3H,s), 
6.01(2H,s), 6,89(lH,s), 7.51{lH,s), 7.89(lH,s), 
8.51(lH,br), 11,24 (lH,br) , 13.00-14 .00 (IH.br) • 
Example 11 

2- (N- (2, 4^ S-Trimethoxybenzoyl) amino] -4- [ (2-ciiisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 464 (M*) 
IR(KBr)cm"^: 3320, 1660, 1609 

^H-NMR(DMSO-d6)5: 1 . 29 (12Hr d) , 3 • 18-3 . 77 (6H,m) , 
3.79(3H,s), 3.93(3H,s), 4.07(3H,s), 6.02(2H,s), 
6.89{lH,s), 7.51{lH,s), 7.89(lH,s), 8 . 50-8 .55 (2H,br) , 
13. 00-14. 00(lH,br) . 
Example 12 

2- [N- (2, 4, S-Trimethoxybenzoyl) amino] -4- [N-methyl-N- (2- 
diisopropylaminoethyl) aminocarbonyl] -1/ 3-thia2ole 
maleate 

MS(EI,m/z): 478 (M*) 
rR(KBr)cm-^: 3333, 1657, 1620 

^H-NMR(I»«SO-d6)5: 1.15-1.43(12H,br) , 3.05-3.78 (12H,m) , 
3.92(3H,s), 4.04(3H,s), 6.03(2H,s)r 6.87(lH,s), 
7.46(lH,br), 7.70{lH,s), 8.30-8.90{lH,br) , 11.30- 
11.45(lH,m), 13. 00-14. 00(lH,br) . 
Example 13 

2- [N- {2, 4, 5-Trimethoxyben2oyl) amino] -4- [ [2- (N-isopropyl- 
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N-methylamino) ethyl] aminocarbonyl]-!, 3-thiazole 
MS(FAB,ift/z): 437 (MH*) 
IRIKBDcm"^ 3220, 2965, 1657 

^H-NMR(CDCl3)8: l,05(6H,d), 2.27(3H,s), 2.62(2H,t), 
2.90(lH,m), 3.49(2H,dd), 3.93(3H,s), 3.99(3H,s), 
4.11(3H,s), 6.59{lH,s), 7 . 64 (lH,brs) , 7.74{lH,s), 
7.78(1H;S), 11.05(lH,s). 
Example 14 

2- [N- (2, 4, S-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-ethylamino) ethyl] aminocarbonyl] -1, S-thiazole dihydro- 
chloride 

MS(EI,m/z) : 451 (MH*) 

IR(KBr)cm"^: 3350, 2970, 1655, 1609 

^H-NMR(DMSO-d6)5: 1.27 (9H,m), 3.16(4H,m), 3, 64 (3H,brs) , 
3.78(3H,s), 3.93(3H,s), 4.08(3H,s), 6.89(lH,s), 
7.51(lH,s), 7.90(lH,s), 8.69(lH,t), 10. 11 (lH,brs) , 
11.31(lH,s) • 
Example 15 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- [2- (3, 4- 
dimethoxyphenyl) ethyl ]-N-methylamino] ethyl] amino- 
carbonyl] -1, 3-thiazole 
MS(FAB,m/2): 559 (MH*) 
IR(neat)cm"^: 3300, 3250, 1655 

'H-NMR(CDCl3)5: 2.38(3H,s), 2 . 66-2 .75 {4H,m) , 3.53- 
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3,56(2H,ni), 3,76-3.86(2H,m) , 3.80(3H/S), 3.85(3H,s), 
3.91(3H,s), 3.97(3H,s)/ 4.04(3H,s), 6.56(lH,s), 6.75- 
6.82{3H,m), 7.52(lH,br), 7.74-7 .75 (2H,m) , 11 .04 {lH,br) . 

Example 16 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- (2- 
hydroxyethyl) -N-isopropylamino] ethyl] aminocarbonyl] -1, 3- 
thiazole 

MS(FAB,m/z): 467 (MH*) 
IR (neat) cm"*: 3322, 1655 

^H-NMR(CDCl3)5: 1.05(6H,d), 2.64(2H,t), 2.30(lH,br), 
2.70(2H,t), 3. 02 (IH, quint), 3.47(2H,q), 3.61(2H,t), 
3.92{3H,5), 3.99(3H,s), 4.14(3H,s), 6.58(lH,s), 
7.71{lH,br), 7.74(lH,s), 7.77(lH,s), 11 • 20 (lH,brs) , 
Example 17 

2- [N- (2, 4, 5-Trimethoxyben2oyl) amino] -4- [ [2- (2- 
isooxazolynyl) ethyl] aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 249 (MH*) 
IR(KBr)cm'*: 3312, 1732, 1662 

^H-NMR(CDCla)5: 2 . 35 (2H, quint) , 3.42(2H,t), 3.76- 
3.81(2H,m), 3.92(3H,s), 3.99(3H,s), 4.03(3H,s), 
4.16(2H,t), 6.58(lH,s), 7.77(lH,s), 7.87(lH,s), 
11.12(lH,s) 
Example 18 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N- 



W096/36619 lyanslation Supplied by Rising Sun Communications Ltd. 

http://wiYw*risingsun.co.uk 

- 47 - 

isopropylamino) ethyl] aminocarbonyl] -1, S-thiazole 

MS{FAB,lii/z) : 423 (MH*) 

IR(KBr)cin"': 3220, 2959, 1659, 1608 

^H-NMR(CDCl3)5: 1.09(6H,d), 2.86(3H,ia), 3.54{2H,dd), 
3.93(3H,5), 3.99(3H,s>, 4.13{3H,s), 6.59(lH,s), 
7.55{lH,t), 7,76(lH,s), 7.78(lH,s), 11 . 00 (lH,brs) . 
Example 19 

2- [N- (2, 4 , 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- 
(ethoxycarbonylmethyl) -N-isopropyl] aminoethyl] - 
aminocarbonyl] -1, 3-thiazole 
MS{FAB,m/z): 496 (MH*) 
IR(neat)cm'^: 3346, 1743, 1655 

^H-NMR(CDCl3)8: 1.06(6H,d), 1.26(3H,t), 2.79(2H,t), 
3. 06 (IH, quint), 3.33(2H,s), 3.48(2H,q), 3,93(3H,s), 
3.99{3H,s), 4.12(3H,s), 4.23(2H,q), 6.59|lH,s), 
7.75{lH,s), 7.79(lH,s), 7.89-7.91 (lH,m) , 11.10{1H,S). 

Example 20 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4-[ [2- [N- 
(hydroxycarbonylmethyl) -N-isopropyl] aminoethyl] - 

aminocarbonyl] -1, 3-thiazole 

MS(FAB,m/2) : 467 (MH*) 
IR(neat)cm"^: 3307, 1655 

^H-NMR(DMS0-d6)5: 1.00(6H,d), 2.88(2H,t), 3,13 (IH, quint) , 
3.15(2H,s), 3.48-3.52{2H,m) , 3,78(3H,s), 3.92(3H,s), 
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4.05|3H,s), 6.87(1H,S), 7.48(1H,S), 7.88(1H,S), 8.53- 
8.56(lH,m), 8.73-8.76(lH,m), 12,23 (lH,br) • 
Example 21 

2- [N- (3, 4 -Dime thoxybenzoyl) amino] -4- [ (3-dimethylamino-- 
propyl) aminocarbonyl] -1, 3-thia20le fumarate 
MS(FAB,m/z) : 393 (MH*) 
IR(KBr)cm"^: 3389, 1695 

^H-NMR(DMSO-d6)6: 1.74 (2H,q); 2.33 (6H,s), 3.17(2H,s), 
3.32(2H,q), 3.85(3H,s), 3.87(3H,s), 6.51(lH,s), 
7,ll(lH,d), 7.77(2H,m), 7.97(lH,t). 
Example 22 

2- [N- (3/ 4-Dimethoxyben2oyl) amino] -4- [2- (l-piperazinyl) - 

ethylaminocarbonyl) -1, 3-thia2ole maleate 

A mixture of 10.0 g of 2- [N- (3, 4-dime thoxybenzoyl ) - 
amino]-4-(ethoxycarbonyl)-l,3-thiazole obtained in Referen- 
tial Example 1 and 15.4 g of 2- (l-piperazinyl) ethylamlne 

was stirred at lOO^C for 2 hours. The reaction mixture was 
subjected to distillation under reduced pressure. To the 
residue/ 10 ml of methanol was added. The crystals so pre- 
cipitated were collected by filtration. After conversion 
into a maleate, the resulting crystals were recrystallized 
from methanol/ whereby 12.2 g of the title compound was ob- 
tained. Yield: 77%, 
MS{FAB,m/z) : 420 (MH*) 
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IR(KBr)cm"^ 3568, 3550, 3416, 1668 

^H-NMR{DMSO-d6)6: 2 . 49-2 . 63 (4H,m) , 3. 07-3 . 10 (2H,xti) , 3.31- 
3.46(6H,m) , 3.86(3H,s), 3.87(3H,s), 6,02(2H,s), 
7.12(lH,d), 7.72-7.83(4H,m), 8.47(lH,br), 12.50 {lH,br) , 
13. 00-14. 00(2H,br) . 
Example 23 

2- [N- (3, 4-Diinethoxyb€n2oyl) amino] -4- [2- (4-methyl-l- 
piperazinyl) ethylaminocarbonyl] -1, 3-thia2ole hydrochlo- 
ride 

In 30 ml of formic acid, 2,0 g of the compound ob- 
tained in Example 22 in the form of a free base was dis- 
solved. To the resulting solution, 950 mg of 35% formalde- 
hyde was added, followed by stirring at 80**C for one hour. 
After allowed to cool down, the reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, 20 ml of ethanol was added, followed by the addi- 
tion of a 4N hydrochloric acid - dioxane solution. The 
crystals so precipitated were collected by filtration. The 
crystals so obtained were recrystallized from methanol, 
whereby 1.6 g of the title compound was obtained. Yield: 
59%. 

MS(FAB,m/z) : 434 (MH*) 
IR(KBr)cm"^: 3280, 3200, 1655 

'H-NMR(DMSO-d6)5: 2.83(3H,s), 3.38-3.71 {12H,m) , 
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3.86(3H,s), 3.87(3H,s), 7.12(lH,d), 7.73-7. 95 (3H,m) , 
8.31(lH,br), 12.68(lH,br), 13.00-14.00 (lH,br) . 
Example 24 

2- [N- (3, 4-Dimethoxyben2oyl) amino] -4- [2- [4- (2- 
hydroxyethyl) -1-piperazinyl] ethylaininocarbonyl] -1, 3- 
thiazole trihydrochloride 

In 30 ml of methanol/ 2.0 g of the compound obtained in 
Example 22 in the form of a free base was suspended. To 
the resulting suspension, 1.4 g of a 40% aqueous solution 
of glyoxal was added, followed by stirring at room tempera- 
ture for 3 hours. After ice cooling, the reaction mixture 
was added with 400 mg of sodium borohydride. The resulting 
mixture was stirred at room temperature for 12 hours. To 
the reaction mixture, 50 ml of water was added, followed by 
extraction with a mixed solution of chloroform and metha- 
nol. The organic layer was washed with 2N hydrochloric 
acid. By the addition of potassium carbonate, the water 
layer was made alkaline, followed by extraction with a 
mixed solution of chloroform and methanol. After drying 
through molecular sieves, the solvent was distilled off un- 
der reduced pressure. The residue was purified by chroma- 
tography on a silica gel column (chloroform: methanol = 
20:1). The compound so obtained was dissolved in 20 ml of 
ethanol, followed by the addition of a 4N hydrochloric acid 
- dioxane solution. The crystals so precipitated were col- 
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lected by filtration, followed by recrystallization from 
ethanol, whereby 650 mg of the title compound was obtained. 
Yield: 27%. 

MS{FAB,m/z) : 464 (MH*) 

IR(KBr)an'^: 3300, 3225, 1676 

'H-NMR{DMSO-d6)6: 2 . 38-2 . 53 |12H,m) , 3. 19-3.51 {5H,m) , 
3.86(3H,s), 3.87(3H,s), 7,09(lH,d), 7.52-7.77 (4H,m) , 
11. 00-11, 50(lH,br), 13.00-14. 00 (3H,br) . 
Example 25 

2- [N- <3, 4-Dimethoxyben2oyl) amino] -4- [2-1(2- 
thiazolidinidene) imino] ethylaminocarbonyl] -1, 3-thia2ole 
A mixture of 5 g of the compound obtained in Example 2 
in the form of a free base and 5.7 g of 2-methylthio- 

thiazoline was stirred at 150^C for one hour. After the 
reaction mixture was allowed to cool down, 50 ml of metha- 
nol was added. The crystals so precipitated were collected 
by filtration, whereby 3.63 g of the title compound was ob- 
tained. Yield: 58%. 

MS{EAB,in/2) : 436 (MHM 

IR(KBr)cm"*: 3400, 3000, 1642 

^H-NMR(CH30D)5: 3.56-3. 66 (6H,m) , 3.94{6H,s), 4.01(2H,t), 
7.10(lH,d), 7.63(lH,d), 7.69(lH,dd), 7.82(lH,s). 

In a similar manner to Example 25, compounds of Exam- 
ple 26 to 28 were prepared. 
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Example 26 

2- [N- (3/ 4-Dimethoxybenzoyl) amino] -4- [2- [ (2- 
pyrrolidinidene) imino] ethylaminocarbonyl]-l/3-thiazole 

hydroiodide 

MS(FAB,m/2): 418 (MH*) 
IR(KBr)cm"^ 3420, 3083, 1649, 1618 
^H-NMR(DMSO-d6)5: 2.03{2H,q), 2.78 (2H,t), 3.41- 
3.63(6H,m), 3.85(3H,s), 3.86(3H,s), 7.12(lH,d), 
7.71(lH,d), 7.76(lH,dd), 7.86(lH,s), 8.06(lH,brs) , 
9.55(2H,brs), 12.57 (lH,brs) . 
Example 27 

2- [N- ( 3, 4-Dimethoxyben2oyl) amino] -4- [2- [ (2- 
oxazolidinidene) iraino] ethylaminocarbonyl] -1, 3-thiazole 
MS(FAB,m/2) : 420 (MH*) 
IR(KBr)cm"^: 3380, 2910, 1643 

'H-NMR{DMSO-d6)5: 3.34(2H,t), 3.54(2H,t), 3.70(2H,t), 
3.92(3H,s), 3.93(3H,s), 4.29(2H,t), 7.08(lH,d), 
7.63(lH,d), 7.68(lH,q), 7.76(lH,s), 
Example 28 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- [ (2- 
imidazolidinidene) imino] ethylaminocarbonyl] -1, 3-thia20le 
hydrocliloride 
MS(FAB,m/z) : 419 (MH*) 
IR(KBr)cm'^ 3389, 3197, 1676 
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^H-NMR(DMSO-d6)5: 3.17(lH,s), 3.31(2H,m), 3.40(2H,brs) , 
3.57(4H,s), 3.78(3H,s), 3.79(3H,s), 6.92(lH,d), 
7.26(lH,s), 7,68(2H,m), 8.31(lH;br). 
Example 29 

2- [N- (3, 4-Diinethoxyben2oyl) amino] -4- [ (4-ciimethylamino- 
butyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 

To 5 g of the compound obtained in Referential Example 
1, 13.1 g of 1/ 4-butanediamine was added/ followed by stir- 
ring at lOO^C for 2 hours. The reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, water was added. The resulting mixture was ex- 
tracted with a mixed solution of chloroform and methanol, 
followed by drying through molecular sieves. The solvent 
was then distilled off, whereby 4.5 g of 2-[N-(3,4- 
dimethoxybenzoyl) amino] -4- [ (4-aminobutyl) aminocarbonyl] - 
l,3-thia2ole was obtained. 

Then, the compound so obtained was dissolved in 45 ml 
of formic acid. Under ice cooling, 2.3 g of a 35% aqueous 
solution of formaldehyde was added to the resulting solu- 
tion, followed by reflux for one hour. After the reaction 
mixture was subjected to distillation under reduced pres- 
sure, the residue was neutralized with an aqueous solution 
of sodium bicarbonate, followed by extraction with a mixed 
solutipn of chloroform and methanol. The extract was dried 
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through molecular sieves and the solvent was distilled off 
under reduced pressure. The residue so obtained was puri- 
fied by chromatography on a silica gel column 
(chloroform methanol = 50:1), whereby 1.0 g of the title 
compound was obtained in the form of a free base. The com- 
pound was converted into its dihydrochloride and thus, the 
title compound was obtained. 

MS(FAB,m/z) : 407 (MH*) 

IR(KBr)cm-^: 3350, 3245, 1601 

^H-NMR(DMSO-d6)5: 1.55(2H,m), 1.64(2H,m), 2.70{3H,s), 
2.72|3H,s), 3.03(2H,m), 3.30(2H,m), 3.85(3H,s), 
3.87|3H,s), 7.12(lH,d), 7 .73-7 . 80 {2H,m) , 7.85(lH,s), 
7,97(lH,t), 10.48(lH,br), 12. 64 |1H, br) • 
Example 30 

2- [N- (2/ 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 

aminoethoxy) carbonyl] -1, 3-thia2ole 

In 10 ml of N,N-dimethylformamide, 278 mg of sodium 
hydride was suspended. To the resulting suspension, 620 mg 
of N,N-dimethylaminoethanol was added dropwise, followed by 
stirring at room temperature for one hour. In another 10 
ml portion of N,N-dimethylformamide/ 1.57 g of 2- [N- (2,4/ 5- 
trimethoxybenzoyl) amino] -4- (hydroxycarbonyl) -1, 3-thia2ole 
was suspended. To the resulting suspension, 827 mg of car- 
bonyl diimiazole was added, followed by stirring at room 
temperature for one hour. Two reaction mixtures so ob- 
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tained were combined and were stirred at 100*^C for one 
hour. The reaction mixture was poured into an ice water 
and the crystals so precipitated were collected by filtra- 
tion. The crystals so obtained were recrystallized from 
isopropyl alcohol, whereby 1.4 g of the title compound was 
obtained. Yield: 74%. 

MS(FAB,m/z) : 410{MH*) 

IR(KBr)cm'^: 3316; 1727, 1655 

'H-NMR(CDCl3)5: 2.35(6H,s), 2.73(2H,t), 3.92|3H,s), 
3.99(3H,s), 4.10(3H,s), 4.46(2H,t), 6.58(lH,s), 
7.77{lH,s), 7.86(lH,t), 11 . 14 ( lH,brs) . 

In a similar manner to Example 30, compounds of Exam- 
ple 31 to 33 which will be described later were prepared. 
Example 31 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diethylamino- 
ethoxy) carbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 438 (MH^) 
IR(KBr)cm"': 3308, 1721, 1659 

^H-NMR(CDCl3)5: 1.07(6H,tl, 2.63(4H,q), 2.86(2H,t), 
3.92(3H,s), 3.98(3H,s), 4.09(3H,s), 4.42(2H,t), 
6.58(lH,s), 7.77(lH,s), 7.83(lH,s), 11 . 13 (IH, brs) . 
Example 32 

2- IN- (2, 4, 5-Trimethoxybenzoyl) amino] -4- I (2-diisopropyl- 
aminoethoxy) carbonyl]-!, 3-thiazole 
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MS(FAB,m/2) : 466 (MH*) 
IR(KBr)cm'^ 3306, 1721, 1655 

^H-NMR(CDCl3)8: 1.04(12H,d), 2.80(2H,t), 3.04 (2H,q), 
3.92{3H,s), 3.99(3H,s), 4.09(3H,s), 4.28(2H,t), 
6.58(lH,s), 7.77(lH,s), 7.84(lH,s), 11 . 13 (IH, brs) . 
Example 33 

2 - [N- (3, 4-Dimethoxyben2oyl) amino] -4- [ (2-dimethylamino- 
ethoxy) carbonyl] -1/ 3-thiazole 
MS(FAB,m/z) : 380 (MH*) 
IR(KBr)cm"^: 3245, 1738, 1680 

^H-NMR(CDCl3)5: 2.31 (6H,s), 2.68 (2H,t), 3.94 (3H,s), 
3.96(3H,s), 4.38(2H,t). 6.94(lH,d), 7.48-7.53 |2H,m) , 
7.87(lH,s), 9.50(lH,brs) . 

In a similar manner to Referential Example 1 except 
that 3,4-dimethoxybenzoyl chloride was replaced by a corre- 
sponding 3-substituted benzoyl chloride, an intermediate 
was prepared. In a similar manner to Example 2, compounds 
of Examples 34 to 41, which will be described below, were 
prepared using the intermediate so obtained. 
Example 34 

2- (N- (2-Amino-4/ 5-dimethoxybenzoyl) amino] -4- ( (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thia2ole dihydro- 
chloride 

MS(FAB,m/z) : 394 (MH*) 

1 
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IR(KBr)cm"^: 3393, 2955, 1655, 1526, 1296 
^H-NMR(DMSO-d6)5: 2.80(3H,s), 2.82{3H,s), 3.26(2H,q), 
3.68(2H,q), 3.80(3H,s), 3.82(3H,s), 4.40-6.40 (4H,br) , 
6.83(1H,5), 7.53(lH,s), 7.98(lH,s), 8.43(lH,t), 
10.59(lH,brs) . 
Example 35 

2- [N- (4/ 5-Dimethoxy-2-nitrobenzoyl) amino] -4- ( (2- 
dimethylaminoethyl) aminocarbonylj-l, 3-thiazole 
MS(FAB,m/z) : 424 (MH*) 

IR(KBr)cm"^ 3428, 1663, 1549, 1522, 1298 
^H-NMR{n«SO-d6)5: 2,20(6H,s), 2,43(2H,t), 3.37{2H,q), 
3.93(6H,s), 7.36(lH,s), 7.70(2H,m), 7.84(lH,s), 
Example 36 

2- [N- {2-Bromo-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl]-l, 3-thiazole 
MS(FAB,m/z) : 457 (MH*) 

IR(KBr)cm'^: 3410, 1672, 1657, 1545, 1507, 1269 
'H-^fMR(CDCl3)5: 2.22{6H,s), 2.57(2H,t), 3.54(2H,q), 
3.91(3H,s), 3.94(3H,s), 7.09(lH,s), 7.36|1H,S), 
7.57(lH,t), 7.76(1H,S). 

Example 37 

2- (N- (4 , 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3- thiazole 
MS(FAB,m/z) : 395 (MH*) 
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IR(KBr)cm"': 3401, 1655, 1549, 1491, 1244, 1217, 1206 
^H-NMR(CDCl3)S: 2.58 (6H,s), 2.93(2H,t), 3,48 (2H,q), 
3.72(3H,s), 3.75(3H,s), 6.43(lH,s), 7.42(lH,s), 
7.59(lH,s), 8.25(lH,t)- 
Example 38 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
A mixture of 15*4 g of 2- [N- (4, 5-dimethoxy-2- 
hydroxybenzoyl) amino] -4- (ethoxycarbonyl) -1, 3-thia2ole ace- 
tate obtained in Referential Example 6 and 26.9 g of diiso- 

propylethylenediamine was stirred at 120**C for 30 minutes 
under an argon gas stream. The reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, chloroform was added for dilution, followed by 
washing with water. The chloroform layer was dried over 
sodium sulfate. The solvent was distilled off under re- 
duced pressure, whereby 11.7 g of the title compound was 
obtained. Yield: 69%. 

MS(FAB,m/z): 451 (MH*) 

IR(KBr)cm'^: 3401, 1661, 1522, 1267 

^H~NMR(DMSO-d6)5: 1.32(12H,m), 3.16{2H,m), 3.63(4H,m), ^ 
3.77(3H,s), 3.82(3H,s), 6.84{lH,s), 7.5Q(lH,s), 
7.89(lH,s), 8.71(lH,t), 9.56(lH,br), 11 .79 (lH,brs) , 
12.00(lH,br) . 
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In addition, 11.7 g of the title compound was dis- 
solved in isopropyl alcohol • A hydrochloric acid gas was 
blown into the resulting solution under ice cooling. The 
crystals so precipitated were collected by filtration, fol- 
lowed by recrystallization from a mixed solvent of isopro- 
pyl alcohol and water, whereby 14.0 of the hydrochloride of 
the title compound was obtained. 
Example 39 

2- [N- (4, 5-Diinethoxy-2-dimethylaininoben2oyl) amino] -4- ( {2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(FAB,m/z): 422 (MH*) 

IR(KBr)cm"^: 3410, 1526, 1422, 1339, 1294 
'H-NMR(DMSO-d6)8: 2.81(3H,s), 2.83(3H,s), 3.12(6H,s), 
3.28(2H,q), 3.68{2H,q), 3.94(3H,s), 4.80{3H,s), 
7.49|lH,s), 7.67(1H,S), 8.05(lH,s), 8 . 99 (lH,brs) , 
10.7e(lH,brs) . 
Example 40 

2- [N- (4, 5-Dimethoxy-2-methylbenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS{FAB,m/2): 393 (MH*) 

IR{KBr)cm"^ 3474, 2983, 1674, 1561, 1271, 1146 
'H-NMR{CDCl3)5: 2.15(6H,s), 2.50{3H,s), 2.55{2H,t), 
3.53{2H,q), 3.91(3H,5), 3.93(3H,s), 6.76(lH,s), 
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7.22(lH,s), 7.62(lH,t), 7.71(lH,s). 
Example 41 

. 2- [N- (4, 5-Dimethoxy-2-acetylaminoben2oyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonylj-l, 3-thiazole 
MS{FAB,m/z): 436 (MH*) 

IR(KBr)cm"^: 3565, 1650, 1555, 1534, 1292 
^H-NMR(CDCl3)5: 2.24(9H,s>, 2.57(2H,t), 3.50(2H,q), 
3.76(3H,s), 3.99(3H,s), 7,38(lH,s), 7.62(lH,t), 
7.74(1H,S), 8.43(1H,S). 
Example 42 

2- [N- (Benzoyl) amino] -4- [ (2 -dimethylaminoethyl) amino- 
carbonyl] -1/ 3-thia2ole hydrochloride 
MS(EI,m/2) : 318 (M*) 
IR(KBr)cm'^: 3400, 1669, 1644 

'H-NMR(DMSO-d6)5: 2.81(6H,d), 3,24-3,30 {2H,m) , 
3.65-3.72(2H,m) , 7.53-7.70(3H,m) , 8,00-8.41 (4H,m) , 
10.58 (lH,brs) , 12.84(lH,s), 
Example 43 

2- [N- (2-Methoxyben2oyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole maleate 
IR{KBr)cm"^: 3320, 3050, 1660, 1610, 1570, 1540 

^H-NMR(DMSO-d6)8: 2.83(6H,s), 2,76{2H,q), 3.61(2H,q), 
3.98{3H,s), 6.02(2H,s), 7.13(lH,t), 7.27(lH,d), 
7.58-7.63(2H,m) , 7.84(lH,dd), 7.93(lH,s), 9. 30 {2H,brs) , 
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11.67 (1H,S) . 
Example 44 

2- [N- (3-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) 
aminocarbonyl]-!, 3-thiazole dihydrochloride 
IR(KBr)cm'*: 3400, 3200, 2966, 2689, 1690, 1670, 1580, 
1560, 1520 

'H-NMR(I»!S0-d«)6: 2.80(3H,s), 2.82(3H,s), 3.26{2H,q), 
3.68(2H,q), 3.86(3H,s), 6.91 (lH,brs) , 7.71-7 .24 {lH,m) , 
7.47(lH,t), 7. 65-7.70 (2H,m), 8.01(lH,s), 8.39(lH,t), 
10.68 {lH,brs), 12.84 {lH,brs) . 
Example 45 

2- (N- (3-Chlorobenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl]-!, 3-thiazole maleate 
IR{KBr)cm-^: 3300, 1669, 1659, 1541 

^H-NMR(I»lSO-d6)5: 2.83(6H,s), 3.24{2H,t), 3.31 (3H,brs) , 
3.63{2H,m), 6.02(2H,s), 7.60(lH,t), 7.72{lH,m), 
7.93(lH,s), 8.04(lH,m), 8.15(lH,m), 8.21(lH,t). 
Example 46 

2- [N- (4-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) 
aminocarbonyl] -1, 3-thiazole dihydrochloride 
IR(KBr)cm"^: 3400, 3150, 3050, 2950, 2700, 1670, 1655, 
1603 

'H-NMR(I»lS0-d6)8: 2.80(3H,s), 2.82 (3H,s), 3.25(2H,q), 
3.68(2H,q), 3.85(3H,s), 4.68(lH,s), 7.05-7 . 15 (2H,m) , 
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7.96(lH,s), 8.01-8.15 (2H,ia), 8.36(lH,t), 10.54(lH,s), 
12.64(lH,s) . 
Example 47 

2- [N- (2, 3-Dimethoxybenzoyl) amino) -4- ( (2-dimethyl- 
aminoethyl) aminocarbonylj -1, 3-thiazole maleate 
MS(EI,m/2) : 318 (M*) 
IR(KBr)cm"^: 3403, 3297, 1671, 1580 

^H-NMR(DMSO-d6)5: 2.83(6H,s), 3.25(2H,t), 3.61(2H,q), 
3.88{3H,s), 3.89(3H,s), 6.02(2H,s), 7.20-7.33 (3H,m) , 
7.91(lH,s), 8.35(lH,t), 9.00-10.00(2H,br) , 
12.00(lH,brs) . 
Example 48 

2- [N- (2-Hydroxy-3-methoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonylj -1, 3-thiazole maleate 
MS(EI,m/z) : 304 (M') 
IR(KBr)cm"': 3400, 1660, 1551 

^H-NMR(DMSO-d6)5: 2.83(6H,s), 3.26{2H,t), 3.60(2H,q), 
3.89(3H,s), 6.03(2H,s), 6.94|lH,t), 7.22(lH,dd), 
7.59(lH,dd), 7.85{lH,s), 8.54(lH,t), 9.00-12.00 {3H,br) . 
Example 49 

2- [N- (4-Hydroxy-2-methoxybenzoyl) amino]-4- [ (2- 

diisopropylaminoethyl) aminocarbonylj -1, 3-thiazole dihy- 
drochloride 

^H-NMR(DMS0-ds)5: 1 . 29-1 .33 (12H,m) , 2 . 47-2 . 51 (2H,m) , 
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3.19-3.5B(4H,in), 3.59-3.76(2H,m) , 3.97(3H,5), 
6.82(1H,S)/ 7.87(1H,S), 7.90(lH,s), 8. 53-8 . 68 (lH,m) , 
9.09-9.23(lH,m) , 11.28{lH,s), 11.41(lH,s)- 
Example 50 

2- (N- (2-Hydroxy-4-iaethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole 
^H-NMR(CDCl3)S: 1 .22 (12H, d) , 2 . 88-2 . 91 (2H, m) , 
3.25-3.31 (2H,m) , 3 . 61-3 . 65 (2H,m) , 3.82(3H,s), 
6.41-6.50(2H,m), 7.69(lH,s), 7.81-7.84 (lH,m) , 
8.07(lH,d), 10.82(lH,s), 11.43(lH,s). 
Example 51 

2- [N- {2, 5-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thia2ole maleate 
MS(EI,m/2) : 378 (M*) 
IR(KBr)cm"^ 3305, 1661 

^H-NMR|DMSO-d6)5: 2,84 (6H,s), 3.26(2H,t), 3.61 (2H,q), 
3.79(3H,s), 3.96{3H,s), 6,02(2H,s), 7 . 18-7 . 43 {3H,m) , 
7^91(lH,s), 8.43(lH,t), 8.50-11.00 (2H,br) , 
11.63(lH,brs) . 
Example 52 

2- [N- {2, 6-Dimethoxybenzoyl)amino]-4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -l,3-thia2ole maleate 
MS(EI,m/2) : 318 (M*) 
IR(KBr)cm"^: 3303, 1661, 1599 
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^H-NMR(DMSO-d6)5: 2.81(6H,5), 3.23|2H,t), 3.61(2H,q), 
3.76(6H,s), 6.02(2H,s), 6.7S(2H,ci), 7.40(lH,t), 
7,85(lH,s), 8-13(lH,t) 9.00-9,50(2H,br) , 12.40(lH;brs) . 
Example 53 

2- [N- (3, 5-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aiainocarbonyl] -1, 3-thiazole hydrochloride 
IR(KBr)cm'^: 3600, 3250, 3100, 1650, 1637, 1601 

^H-NMR(DMSO-d6)5: 2.80(3H,s), 2.82(3H,s), 3.30- 
3.60(2H,m), 3.60-3.75 (2H,m) , 3.83(6H,s), 6.75(lH,s), 
7.28(lH,s), 7.29|1H,S), 7.99(lH,s), 8.30-8.40(lH,m) , 
10.38{lH,brs) , 12.79{lH,s). 
Example 54 

2- [N- (3, 4-Dimethoxyben2oyl) amino] -4- [ (2-methyl- 
aminoethyl) aminocarbonyl] -1, 3-thia2ole dihydrochloride 
IR(KBr)cm'^: 3450, 1674, 1601, 1560 

^H-NMR{DMSO-d6)5: 2.57(3H;t), 3.08(2H,t), 3.63{2H,q), 
3.86(3H,5), 3.87(3H,s), 4 . 88 (lH,brs) , 7.12(lH,d), 
7.74-7.80|2H,m), 7.96{lH,s), 8.28(lH,t), 9.11 (2H,brs) , 
12.70(lH,brs) . 
Example 55 

2- [N- {3, 4-Dimethoxybenzoyl) amino] -4- [N- {2-methylamino- 
ethyl) -N-methyiaminocarbonyl] -1, 3-thiazole dihydrochlo- 
ride 

IR|KBr)cm"^: 3450, 1680, 1636, 1559, 1279 
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'H-NMR(CD30D)8: 3.20(6H,s), 3.88(3H,s), 3.91(3H,s), 
3.99(4H,s), 6.99(lH,d), 7.59(lH,s), 7.80 (lH,dd) , 
7.84(lH,d) . 
Example 56 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-isopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole itialeate 
^H-NMR(CDCl3)5: 1.42(6H,d), 3.26-3.39 (2H,in) , 
3.45-3.51(lH,in), 3. 68-3.79 (2H,m) , 3.89(3H,s), 
3.93(3H,s), 6.26(2H,s), 6. 94-6. 97 (lH,m) , 7.58(lH,s), 
7.59(lH,s), 7.93(lH,d), 8.84-8.91(lH,m), 9,39{2H,s), 
11.10(lH,s) . 
Example 57 

2- [N- (4-Hydroxy-3-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

'H-NMR(DMSO-d6)5: 1 . 30-1 . 37 (12H,m) , 3.16-3.20 (2H,m) , 
3.59-3.67(4H,m), 3.82(lH,s), 3.87{3H,s), 6.91- 
6.94(lH,m), 7.61-7.65(lH,m), 7.72(lH,s), 7.91(lH,s), 
8.40-8.45(lHrm) , 9 . 97-9. 99 (2H,m) , 12.55<1H,5). 
Example 58 

2- [N- (3-Hydroxy-4-methoxyben2oyl) amino] -4- [ (2- 

di isopropyl aminos thy 1) aminocarbonyl ]-l, 3-thiazole dihy- 

drochloride 

'H-NMR(DMSO-d6)5: 1.30-1.37 (12H,m) , 3.13-3. 18 |2H,m) , 
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3.57(1H,S), 3.56-3.65(4H,m), 3.86(3H,s), 7.04- 
7.07(lH,m), 7.51{lHrS), 7.63-7.67 (lH,m) , 7.90(lH,s), 
8,41-8. 50(lH,m), 9.94-9,99(2H,m), 12.51(lH,s). 
Example 59 

2- [N- (3, 4-Dimethoxybenzoyl) amino]-4- [ [2- (N-2-pyriclyl- 
amino) ethyl] aminocarbonyl] -1/ 3-thiazole hydrochloride 
MS(FAB,m/2) : 428 (MH*) 

^H-NMR(DMSO-d6)5: 3 • 60 (2H, brs) , 3 .76 (2H, brs) , 3.85(3H,s), 
3.87(3H,s), 6.82-6.87(lH,m) , 7.08-7.14 (2H,ia) , 
7.73-7.79(2H,m), 7.85-7,92 (2H,xa) , 8,10 (lH,brs) , 
9.09{lH,brs), 12,67(lH,s), 14 .09 (2H,brs) . 
Example 60 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (l-pyrrolidyl) - 
ethyl] aminocarbonyl] -1, 3-thiazole maleate 
MS{FAB,m/z): 405(MH*) 
IR(KBr)cm-^ 3450, 1669, 1545, 1515 
'H-NMR(CD30D)6: 2.10(4H,brs) r 3.30-3.32 (4H,m) , 
3.46(2H,t), 3.87(2H,t), 3.92(3H,s), 3.93(3H,s), 
6.23(2H,s), 7,09(lH,d), 7.61(lH,d), 7.68(lH,dd), 
7.83(lH,s) . 
Example 61 

2- (N- (3, 4-Dimethoxyben2oyl) amino] -4- [ [2- (1-piperidyl) - 
ethyl] aminocarbonyl] -1, 3-thia2ole dihydrochloride 
MS(FAB,m/2) : 419 (MH*) 
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IR(KBr)cni"^: 3300, 1675, 1665, 1605, 1555, 1534 
^H-NMR(CD30D)5: 1 . 45-2 . 05 (6H,ia) , 2 • 90-3 . 10 (2H,m) , 
3.41(2H,t), 3.63-3.81(4H,m), 3.93(6H,s), 6.26(2H,s), 
7.10(lH,d), 7.61(lH,cl), 7.69(lH,dd), 7.84|lH,s). 
Example 62 

2- [N- (3, 4-Diiaethoxybenzoyl) amino] -4- [ [2- (2-pyrrolidon-l- 
yl) ethyl] aminocarbonyl] -1, 3-thiazole 
IR(KBr)cm'^: 3411, 1684, 1650, 1603 

'H-NMR(DMSO-d6)6: 1 . 91 (2H, quint) , 2.18(2H,t), 
3.30-3.50(6H,m), 3.85(3H,s), 3.87(3H,s), 7.11(lH,d), 
7.70-7.80{2H,m), 7.83(1H,S), 7.91{lH,t), 12.63(lH,s). 
Example 63 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (2-piperidon-l- 
yl) ethyl] aminocarbonyl] -1, 3-thiazole 
iR(KBr)cm"^: 3450, 1650, 1613, 1551, 1518 

^H-NMR(DMSO-d6)5: 1 • 60-1 . 80 (4H,m) , 2.18 (2H,t), 
3.25-3.40(2H,m) , 3.40-3.50 (4H,m) , 3.85(3H,s), 
3.87(3H,s), 7.11(lH,d), 7 .70-7.79 (3H,m) , 7.80(lH,s), 
7.95(lH,brs) . 
Example 64 

2-[N- (3, 4-Dimethoxyben2oyl) amino] -4- [ (2-guanidino- 
ethyl) aminocarbonyl] -1, 3- thiazole hydrochloride 
MS(FAB,m/z) : 393 (MH*) 

IR|KBr)cm"^: 3160, 1663, 1603, 1565, 1532 
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'H-NMR(DMSO-d6)5: 3.32-3.46(4H,m) , 3.86{3H,s), 
3.87(3H,s). 6.52(2H,brs), 7.10-7 , 65 (3H,m) , 7.73- 
7.79(2H,m), 7.86-7. 90(2H, ml , 8.03-8.07 (IH/m), 
12.67 (lH,brs) . 
Example 65 

2- [N- {3, 4-Dimethoxybenzoyl) amino] -4- [2- [3- (1-methyl- 
thioureido) ethyl] arainocarbonyl] -1, 3-thiazole dihydro- 
chloride 

'H-NMR(DMSO-d6)5: 2 .79-2 . 98 (2H,m) / 3.57 (3H,s), 
3,62-3.73(2H,m), 3.85(3H,s), 3.86(3H,s), 5.19- 
5.74(2H,m), 7.12|lH,s), 7 . 73-7 , 78 (2H,m) , 7.94(lH,s), 
8.19-8,29{lH,m) , 8 . 92-9. 08 (lH,m) , 10 . 02-10. 31 (lH,m) , 
12. 49-12. 78(lH,ro) . 
Example 66 

2- [N- (3, 4-Dimethoxyben2oyl) amino] -4- [ [2- [3- (1, 2- 
dimethyl) thioureido] ethyl] aminocarbonyl] -1, 3-thia2ole 
dihydrochloride 

^H-NMR(CDCl3)5: 2.38{3H,s), 2.95|3H,s), 3.47-3.53 (2H,m) , 
3.58-3.63(2H,m), 3.97(6H,s), 5. 55 (4H,brs) , 
6.96-6.99(lH,m), 7 . 66-7.74 (4H,m) . 
Example 67 

2- [N- {2, 3, 4-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IR(KBr)cm"^: 3400, 3300, 1660 
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^H-NMR(DMSO-d6)6: 2.82(6H,s), 3.24{2H,t), 3.58|2H,q), 
3.82{3H,s), 3.89(3H,s), 3.99(3H,s), 6.01(2H,s), 
7.03(lH,d), 7.65(lH,d), 7.89(1H,5), 8.44{lH,t), 
9.25(2H,brs), 11.56(lH,s). 
Example 68 

2- [N- (2, 3, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thia2ole maleate 
MS{EI,m/z) : 348 (M*> 
IR(KBr)cm"^: 3306, 1667, 1607 

^H-NMR(DMSO-d6)8: 2.83(6H,s), 3,25(2H,t), 3.61 (2H,q), 
3,80(3H,s), 3.81(3H,s), 3.87(3H,s), 6.02(2H,s), 
6.85(lH,d), 6.88(lH,d), 7.92(lH,s), 8.37(lH,t), 
9,00-9. 50(2H,br), 11.98(lH,brs) • 
Example 69 

2- [N- (2, 3, 6-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl ) aminocarbonyl ] -1 , 3-thiazole maleate 
MS(EI,m/2) : 348 (M*) 
IR(KBr)cm"^: 3000, 1682, 1650 

^H-NMR(DMS0-d6)S: 2.82(6H,s), 3.23(2H,t), 3.61(2H,q), 
3.72(3H,s), 3.74(3H,s), 3.80(3H,s), 6.02{2H,s), 
6,80{lH,d), 7.11(lH,d), 7,87(lH,s), 8.15(lH,t), 
8.80-10.00(2H,br) , 12 . 51 (lH,brs) . 
Example 70 

2-[N-(2,4, 6-Trimethoxybenzoyl) amino] -4- [ {2-dimethyl- 
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aminoethyl) amlnocarbonyl] -I, 3-thiazole maleate 
IR(KBr)cm"^: 3400, 2360, 1670 

^H-NMR(CDCl3)8: 2.84(6H,s), 3.25(2H,t), 3.61(2H,t), 
3.76(6H,s), 3.83(3H,s), 6.01(2H,s), 6.30(2H,s)/ 
7.82(lH,s), 8,13(lH,t), 9.25 (2H,brs) , 12.24(lH,s). 
Example 71 

2- [N- (3, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole fumarate 
IR(KBr)cm'^: 3300, 1670, 1590, 1550 

^H-NMR(DMSO-d6)8: 2.31(6H,s), 2.58(2H,t), 3.46(2H,q), 
3.76(3H,S), 3.89(6H,s), 6.58(2H,5), 7.49(2H,s), 
7.81(lH,t), 7.85(lH,s). 
Example 72 

2- [N- (2/4, 5-Trimethoxybenzoyl) amino] -4- [ (2-cyclopropyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole 

MS(FAB,m/z) : 421 (MH*) 

IR(KBr)cm'^: 1653, 1512, 1259, 1024 

^H-NMR{CDCl3)8: 0.36-0.53 (4H,m), 2 .20 (IH, ddd) , 
2.97(2H,t), 3.56(2H,q), 3,93(3H,s), 4.00{3H,s), 
4.14{3H,s), 6.59(lH,s), 7.48(lH,t), 7.76{lH,s), 
7.78(lH,s), 11.05(lH,s). 
Example 73 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-tert-butyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
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'H-NMR(DMSO-d6)5: 1.30(9H,s), 2.98-3.09 (2H,iti) , 
3.17(1H,S), 3.53-3,70(2H,m), 3,78(3H,s), 3.93(3H,s), 
4.08(3H,s), 6.89(lH,s), 7.50(lH,s), 7.90(lH,s), 8.49- 
8.63(lH,m), 8.82-9.00(2H,m), 11.32(lH,s). 
Example 74 

2- [N- (2, 4, S-Trimethoxybenzoyl) amino] -4- [ (3-diisopropyl- 
aminopropyl) aminocarbonyl ] -1, 3-thia2ole dihydrochloride 
MS (FAB,m/z) : 479 (MH*) 

IR{KBr)cm'^: 3410, 1674, 1663, 1611, 1584, 1553, 1520 
'H-NMR|CDCl3)8: 1 .27-1 . 34 (12H,m) , 2 . 00-2 . 06 (2H,m) , 
3.06-3.10{2H,m), 3.29-3.36 (2H,m) , 3.56-3. 62 (2H,m) , 
3.78(3H,s), 3.93(3H,s), 4.07{3H,s), 6.88(lH,s), 
7.49(lH,s), 7.87(lH,s), 8 .47 (lH,brs) , 9. 92 (2H,brs) , 
11.33(lH,s) . 
Example 75 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [N- {2-diethyl- 
amlnoethyl) -N-methyl] aminocarbonyl) -1, 3-thiazole maleate 
IR(KBr)cm'^: 3400, 3320, 1640, 1625 

'H-NMR(CDCl3)5: 1.23(6H,t), 3.14(3H,s>, 3.15(2H,q), 
3.29(2H,t), 3.76{3H,s), 3.77(4H,q), 3.92(3H,s), 
4.03(3H,s), 6.02(2H,s), 6.86(lH,s), 7.49{lH,s), 
7.65(lH,s), 9.50(2H,brs) , 11.26(lH,s). 
Example 76 

2- [ [N-Methyl-N- |2, 4, 5-trimethoxybenzoyl) amino] -4- [ (2- 
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dimethylaminoethy 1 ) aminocarbonyl ] -1 , 3-thia2ole maleate 
IR(KBr)cm-^: 3300, 1655 

^H-NMR(CDCl3)5: 2.91(6H,s), 3,33-3.38 (2H,m> , 3.55(3H,s), 
3.81-3.99 (2H,m) , 3.84(3H,s), 3.88(3H,s), 3.96{3H,s), 
6.16(2H,s)/ 6.55(1H,S), 6.95(lH,s), 7.83(lH,s), 
8.12(lH,t), 12.50(2H,brs) . 
Example 77 

2-[ (N~Methyl-N- (2, 4, 5-trimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

IR|KBr)cm'^: 3300, 1655, 1541 

'H-NMR{CDCl3)5: 1.37{6H,ci), 1.41 (6H,d), 3 . 25-3 . 35 (2H, m) , 
3.52(3H,s), 3.58-3»68(2H,m), 3.85(3H,s), 3.86(3H,s), 
3.83-3. 89(2H,m) , 3.97(3H,s), 6.26(2H,s), 6.56(lH,s), 
6.91(1H,S), 7.82(1H,S), 8.88(lH,t), 10 . 70 '( IH, s) . 
Example 78 

2- [N- (2, 4, 5-Trimethoxyben2oyl) amino] -4- [ (2-di-n-propyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole diliydrochloride 
IR(KBr)cm"*: 3400, 1663, 1611, 1550 
'H-NMR(DMSO-d6)5: 0.91 (6H,t), 1 • 65-1 .80 {4H,m) , 
3.00-3.10(4H,m) , 3 . 20-3 . 25 {2H, m) , 3 . 60-3 . 70 (2H,m) , 
3.79(3H,s), 3.93(3H,s), 4.08(3H,s), 6.89(lH,s), 
7.50(lH,s), 7.91(lH,s), 8.69(lH,t), 10.55 (2H,brs) , 
11.32(lH,s) . 
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Example 79 

2- (N- {2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-di-n-butyl- 
amincethyl) aminocarbonyl] -1, 3-thia2ole dihydrochloride 
MS(FAB,m/z) : 493 (MH*) 

IR(KBr)cm"': 3400, 1655, 1615, 1578, 1561 
'H-NMR(CDCl3)8: 0.93-0.99(6H,m) , 1.33-1.47 (4H,m) , 

I. 77-1.88(4H,m), 3.11-3.15(4H,m), 3.39-3,41 (2H,m) , 
3.92(3H,s), 3.98(2H,brs) , 3.99(3H,s), 4.21(3H,s), 
6.58(lH,s), 7.71(lH,s), 8.06(lH,s), 8 . 93 {lH,brs) , 

II. 61(2H,brs), 11 .76 {lH,brs) . 
Example 80 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisobutyl- 
amincethyl) aminocarbonyl] -1, 3-thia2ole hydrochloride 
MS(FAB,m/z) : 493 (MH*) 
IR(KBr)cm"': 3650, 1559, 1541, 1509 

'H-NMR(DMSO-d6)8: 0.99-1.05(12H,m) , 2.09-2.19 (2H,m) , 
3*0r-3.05(4H,m), 3.31 (2H,brs) , 3 . 69-3 . 71(2H,m) , 
3.79(3H,s), 3.93(3H,s), 4.07(3H,s), 6.89(lH,s), 
7.50(lH,s), 7.94(lH,s), 8.78(lH,s), 9.55(lH,s), 
11.31(1H,S) . 
Example 81 

2- [N- (2, 4, 5-Trimethoxyben2oyl) amino] -4- [ (2-dicyclo- 
hexylaminoe thyl ) aminocarbonyl ] -1 , 3- thiazole 
MS(FAB,m/z) : 545 (MH') 
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IR{KBr)cm"^ 3400, 1657, 1611, 1543, 1518 
^H-NMR(CDCl3)5: 1 . 05-1 . 80 (20H, m) , 2.57 (2H,brs) , 
2.77-2.82(2H,m), 3 • 36-3 . 43 (2H, m) , 3.93(3H,s), 
3.99(3H,s), 4.10{3H,s), 6.S9(lH,s), 7.73(lH,s), 7.73- 
7.77(lH,m), 7.79(lH,s), 11 . 06 {lH,brs) . 
Example 82 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-ethyl-N- 
methylamino) ethyl] aminocarbonyl] -1, 3-thia2ole 
MS(EI,m/z) : 422 (M*) 
IR(KBr)cia**; 3318, 1650, 1609 

^H-NMR(CDCl3)8: l.ll(3H,t), 2.30(3H,s), 2.52(2H,q), 
2.61(2H,t), 3.54(2H,q), 3.93(3H,s), 3.99(3H,s), 
4.13(3H,s), 6.59(lH,s), 7 . 56 (IH, brt) , 7.75(lH,s), 
7.78(lH,s), 11.05(lH,brs) . 
Example 83 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-n-propyl amino) ethyl] aminocarbonyl] -1, 3- thiazole dihy- 
drochloride 

^H-NMR(CDCl3)5: 0.96(3H,t), 1 . 02-1 . 10 (6H,m) , 
1.43-1.60(2H,m) , 1 . 58-1 .79 (4H,m) , 2 • 38-2. 53 (2H,m) , 
2.59-2.72(2H,m) , 2.97-3.09 {lH,m) , 3.41-3.55(2H,m) , 
3.93(3H,s), 3.99{3H,s). 4.10(3H,s). 6.59(lH,s), 
7.74(lH,s), 7.79(lH,s), 7.74-8.02 (lH,m) , 11.42(lH,s). 
Example 84 
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2- [N- {2, 4, S-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-n-butylamino) ethyl] aminocarbonyl] -1, S-thiazole dihy- 
drochloride 

'H~NMR{CDCl3)5: 0.91 (3H,t), 1.05(6H,d), 1.33-1.47 (4H,m) , 

I. 83-2.02 (2H,m), 2.45-2.51 (2H,m) , 2. 63-2 . 68 (2H,ni) , 
3.01-3,06(lH,m), 3. 44-3 .49 (2H,m) , 3.93(3H,s)r 
3.99(3H,s), 4.16(3H,s), 6.59(lH,s), 7,74(lH,s), 
7.79(lH,s), 7.72-7.79{lH,ia) , 9. 86-9 . 98 (2H, m) , 

II. 07(1H,S) . 
Example 85 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -5-chloro-l, 3-tliia2ole dihydro- 

chloride 

'H-NMR(DMSO-d6)5: 1 . 30-1 . 37 {12H,m) , 3.10-3 .28 (2H,m) , 
3.53-3.89(4H,m), 3.78(3H,s), 3.93(3H,s), 4.07(3H,s), 
6.88(lH,s), 7.46(lH,s), 8. 67-8.80 (lH,m) , 9.76- 
9.94"(2H,m), 11.42(lH,s), 
Example 86 

2- [N- (2/ 4, 5-Trimethoxyben2oyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -5-methyl-l, 3- thiazole dihydro- 
chloride 

'H-NMR(DMSO-d6)5: 1 .29-1 . 36 (12H,m) , 2.68 (3H,s), 
3.16-3.24 (2H,m) , 3.52-3. 61 (4H,m) , 3.78(3H,s), 
3.92(3H,5), 4.08(3H,s), 6.88{lH,s), 7.50(lHrS), 8.54- 
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8.63(lH,m), 9.58-9.70(2H,m), 11.16{lH,s). 
Example 87 

2- [N- 12, 4 , 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-methoxy-N- 
methyl amino) ethyl ] aminocarbonyl] -1^ 3-thia20le 
MS{FAB,m/z) : 425 (MH*) 

IRCKBrjcm"*: 1657, 1608, 1537, 1263, 1024 
^H-NMR(CDCl3)8: 2.65(3H,s), 2.87(2H,t), 3,60(3H,s), 
3.65(2H,q), 3.93(3H,s), 4.00(3H,s), 4.12(3H,s), 
6,59(lH,s), 7.59(lH,t), 7.76{lH,s), 7,78(1H,S), 
11.03(lH,s) . 
Example 88 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-2- 
methoxyethyl-N-isopropyl amino) ethyl] aminocarbonyl J -1,3- 
thiazole dihydrochloride 
MS(FAB,m/z) : 481 (MH*) 

IR(KBr)cm"^: 1655, 1610, 1549, 1271, 1228/ 1016 
^H-NMR(DMSO-d6)5: 1.28(6H,d), 3.22-3.35(4H,m) , 
3.29(3H,s), 3. 67-3.74 (5H,m), 3.78(3H,s), 3.93(3H,s), 
4.08(3H,s), 6.89|lH,s), 7.50(lH,s), 7.92(lH,s), 
8.72(lH,t), 9.96(2H,brs), 11.32(1H,S). 
Example 89 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- (2- 
dimethylaminoethyl) -N-me thy 1 amino] ethyl] aminocarbonyl] - 
1/3-thiazole dimaleate 
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IR(KBr)cin'^: 3322, 1655 

^H-NMR{DMSO-d6)5: 2.40(3H,s), 2.76(6H,s), 2.83- 
2.95(2H,ni), 3.15-3.20 {2H,m) , 3.43-3.46 (4H,m) , 
3.50{4H,brs), 3.78(3H,s), 3.93{3H,s), 4.07{3H,s), 
6.12(4H,s), 6.89(1H,S), 7,50(lH,s), 7.84(lH,s), 
8.29(lH,t), 11.26(1H,S). 
Example 90 

2- [N- (2/ 4, S-Triiaethoxybenzoyl) amino] -4- [ [2- [N- {3, 4- 
dimethoxybenzyl) -N-isopropylaiaino] ethyl] aminocarbonyl] - 
1/ 3-thiazole 

IR{KBr)cm-^ 3339, 1671, 1658, 1611 

^H-NMR(CDCl3)5: 1,08 (6H,d), 2.69{2H,t), 2 . 95-3 . 05 (lH,m) , 
3.44(2H,q), 3.59(2H,s), 3.79(3H,s), 3.81(3H,s), 
3.93(3H,s), 3.99(3H,s), 4,02{3H,s), 6.57{lH,s), 
6.78(lH,d), 6,92|lH,dd), 6.98(lH,d), 7.74(lH,s), 
7.74-7,79(lH,m), 7.79<lH,s), 11.09(lH,s). 
Example 91 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- [2- (3, 4- 
dimethoxyphenyl) ethyl] -N-isopropylamino] ethyl] - 
aminocarbonyl]-l, 3-thiazole hydrochloride 
IR(KBr)cm"^: 3450, 1675, 1600, 1609 

^H-NMR{DMS0-d6)S: 1.32(6H,t), 3.07(2H,t), 3.11- 
3.40(4H,m), 3.70-3.80(4H,in) , 3.71(3H,s), 3,75(3H,s), 
3.79(3H,s), 3.93(3H,s), 4.08|3H,s), 6.79-6.93 (3H,m) , 
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7,51(lH,s), 7.91{lH,s), 8.77(lH,t), 10.52 (lH,brs) , 
11.34(lH,s) . 
Example 92 

2" [N- (2-Ethoxy-4/ 5-diinethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
IR(KBr)cia"^: 3314, 1661, 1611, 1545, 1514 

^H-NMR(CDCl3)5: 1.69(3H,t), 2,29(6H,s), 2.53(2H,t), 
3-51(2H,q), 3.93{3H,s), 3,97(3H,s), 4,34{2H,q), 
6.58(lH,s), 7.70(lH,brs), 7.74(lH,s), 7,77(lH,s), 
11.37(lH,s) . 
Example 93 

2- [N- (4, 5-Dimethoxy-2-isopropylbenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thia2ole 
IR(KBr)cm'^: 3308, 1673, 1661, 1613 
^H-NMR(CDCl3)5: l.S6(6H,d), 2.30(6H,s), 2.53(2H,t), 
3.52<2H,q), 3.93(3H,s), 3.96{3H,s), 4.75-4.85(lH,m), 
6,59(lH,s), 7.71(lH,brs), 7.74{lH,s), 7.75(lH,s), 
11.54(1H,S) . 
Exan^le 94 

2" [N- (4, 5-Diethoxy-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoetliyl) aminocarbonyl] -1, 3-thiazole fu- 

marate 

IR(KBr)cm"^ 3300, 2980, 2960, 2600, 2500, 1670, 1650, 
1600 
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^H-NMR(DMSO-d6)5: l.ll(12H,d); 1.31(3H,t), 1.38(3H,t), 
2,75-2. 85{2H,m), 3.18-3.35 (2H,m) , 3.35-3.45(2H,m) , 
3.80(2H,brs) , 4.02{2H,q), 4.04(3H,s), 4.20(2H;q), 
e.59{2H,s)r 6.85{lH,s), 7.49(lH,s), 7.83(lH,s), 
8.37(lH,brs), 11 .29 (IH, s)'. 
Example 95 

2- [N- {2-Benzyloxy-4^ 5-dimethoxybenzoyl) amino] -4- ( (2- 
dimethylaminoethyl ) aminocarbonyl ] -1 , 3- thiazole 
IR{KBr)cm"*: 3318, 1671, 1647, 1607 

^H-NMR(CDCl3)6: 2.32(6H,s), 2.54(2H,t), 3.55(2H,q), 
3.93{3H,s), 3.94(3H,s), 5.33(2H,s), 6,65(lH,s), 
7,25(lH,brs), 7 . 42-7 . 57 (5H,m) , 7.72(lH,s), 7.78{lH,s), 
11.19(lH,s) . 
Example 96 

2- [N- (2-Hydroxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
isopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 

chloride 

MS(FAB,m/z): 409 (MH") 

IR(KBr)cm"^: 2976, 1647, 1560, 1269, 1213 
^H-NMR(CMSO-d6)5: l,23(6H,d), 3.07 |2H,brs) , 3.33(lH,dt), 
3.55-3.62{2H,m), 3.77(3H,s), 3.81(3H,s), 6.89(lH,s), 
7.50(lH,s), 7.90{lH,s), 8 . 64-8 . 70 (3H,m) , 11,80{1H,S), 
12.02{2H,brs) . 
Example 97 
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2- [N- (2-Hydroxy-4# 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
laethyl-N-isopropylamino) ethyl] aminocarbonyl] -1, 3- 
thiazole dihydrochloride 
MS(FAB,m/z) : 423 (MH") 

IRCKBrlcm"^: 3010, 1662, 1551, 1292, 1213 
^H-NMR(DMSO-d6>5: 1.24(6H,dd), 2.72(3H,d), 
3.07-3.14(lH,in) , 3.26-3.33 (lH,m) , 3.58-3.65 (3H,m) , 
3,77(3H,s), 3.81(3H,s), 6.88(lH,s), 7.50(lH,s), 
7.90(lH,s), 8.71(lH,t), 9.80 (lH,brs) , 11.79(lH,s)/ 
12,02 (2H,brs) . 
Example 98 

2- [N- (2-Hydroxy-3, 4-dimethoxybenzoyl) amino] -4- [ [2- (N- 
ethyl-N-isopropylamino) ethyl] aminocarbonyl] -1, 3-thiazole 
dihydrochloride 
MS(FAB,m/z): 437 (MH*) 

IR(KBr)cm-^: 3010, 1660, 1551, 1520, 1292, 1161 
^H-NMR|DMSO-d6)6: 1 .24-1 .31 (9H,m) , 3,10-3.35 |4H,m) , 
3.59-3.67(3H,m), 3.77(3H,s), 3.82(3H,s), 6.84(lH,s), 
7.50{lH,s), 7.90(lH,s), 8.72(lH,t), 9.56 (lH,brs) , 
11.78(lH,s), 12.00 (2H,brs) . 
Example 99 

2- [N- (2-Hydroxy-4, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
isopropyl-N-n-propylamino) ethyl] aminocarbonyl] -1, 3- 
thiazole dihydrochloride 
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MS(FAB,iti/2) : 451 (MH*) 

IR(KBr)cni"^ 2980, 1672, 1641, 1600, 1265, 1213 
^H-NMR(DMSO-d6)5: 0.93(3H,t), 1.27(6H,d), 1.75(2H,dt) , 
2.98-3.16(3H,m), 3.23-3.30 (lH,m) , 3. 62-3. 66 (3H,m) , 
3.77(3H,S), 3.81(3H,s), 6.91(lH,s), 7.49{lH,s), 
7.90(lH,s), 8.76(lH,t), 9, 85 (lH,brs) , 11.79(lH,s), 
12.02(2H,brs) . 
Example 100 

2- {N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IR(KBr)cin"^: 3386, 3291, 1647, 1607, 1527 
^H-NMR(DMSO-d6)5: 2.83 (6H,s), 3 • 24^3 . 33 (4H, m) , 
3.50-3. 61 (2H,m) , 3.80(3H,s), 3.97|3H,s), 6.01(2H,s), 
6.74(lH,s), 7.53(lH,s), 7.87(lH,s), 8.50-8.70(lH,m) , 
10.30(lH,s), 11.16(lH,s) . 
Example 101 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
isopropylaminoethyl) aminocarbonyl] -1, 3-thia20le hydro- 
chloride 

IR(KBr)cm"^: 3308, 1674 

^H-NMR(DMSO-d6)6: 1.24 (6H,d), 3.00-3.13 (2H,m) , 
3.26-3.38(lH,m) , 3.56-3. 66(2H,m) , 3.80{3H,s), 
3.90-4.10(lH,m) , 3.98(3H,s), 6.78(1H,5>, 7.52(lH,s), 
7.89(lH,s), 8.59(lH,t), 8 . 70-8 . 95 (2H, br) , 11.22(lH,s). 
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Example 102 

2- [N- (4-Hydroxy-2, S-dimethoxybenzoyl) amino] -4- [ [2- (N- 
methyl-N-isopropyl amino) ethyl Jaminocarbonyl] ^1, 3- 
thiazole hydrochloride 
IR(KBr)cm"^: 3200, 1684 

^H-NMR(DMSO-d6)5: 1.25(6H,dd), 2.71 (3H,d), 
3.01-3.16(lH,m), 3 .22-3.36 (lH,m) , 3.51-3.78 (3H,in) , 
3,80(3H,s), 3.98(3H,s), 3 . 80-4 . 00 (lH,m) , 6.78(lH,s), 
7.52(lH,s), 7.89(lH,s), 8.66(lH,t), 10 .20-10 . 30 (lH,br) , 
11.22(lH,s) • 
Example 103 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
ethyl-N-isopropylamino) ethyl] aminocarbonyl] -1, 3-thiazole 
hydrochloride 
IR(KBr)cm"^: 3200, 1675 

'H-NMR(DMSO-d6)5: 1,22-1.31 (9H,m) , 3.10-3.30 (4H,m) , 
3.60-3.75(3H,m), 3.80(3H,s), 3,98(3H;S), 6.74(lH,s), 
7.52(lH,s), 7.89(lH,s), 8 . 60-8 .70 (lH,m} , 9.30- 
9.40(lH,br), 10.30(lH,s)/ 11.18(lH/s). 
Example 104 

2- [N- {4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 

maleate 

IR(KBr)cm"^: 3570, 3200, 1655, 1603, 1561 
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'H-NMR(EMSO-d6)5: 1.29|12H,d)/ 3 . 10-3 . 75 (8H,m) , 
3.80(3H,s). 3,97(3H,s), 6.03(2H,s), 6.74(lH,s), 
7,52(lH,s), 7.89(lH,s), 8 . 56 (IH, brs) , 10.32(lH,s), 
11.17(lH,s) • 
Example 105 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
isopropyl-N-n-propylamino) ethyl] aminocarbonyl] -1/ 3- 
thiazole dihydrochloride 

IR(KBr)cm*M 3400, 3200, 1686, 1665, 1617, 1553 
'H-NMR(DMS0-d€)8: 0.93(3H,t), 1.27(3H,d), 1.28(3H,d), 
1.73-1.82(2H,in) , 3, 00-3. 17 (4H,m) , 3 .20-3 . 35 (lH,m) , 
3.57-3.78{2H,m) , 3.80(3H,s), 3.98(3H,s), 6.00- 
6.30(2H,br), 6.79(lH,s), 7.52(1H,S), 7.89(lH,s), 
8-70(lH,t), 10.20(lH,brs), 11.22(lH,s)- 
Example 106 

2- [N- (5-Hydroxy-2, 4-diniethoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia20le 
maleate 

IR(KBr)Cin'^: 3650, 3200, 1663, 1541 
'H-NMR{DMSO-d6)8: 1.30(12H,d), 3 . 19 (2H,brs) , 
3.33(2H,brs) , 3 .56 (2H,brs) , 3 . 68 {2H, brs) , 3.92(3H,s), 
4.04(3H,s), 6.02(2H,s), 6.84{lH,s), 7.42(lH,s), 
7.88(lH,s), 8.55(lH,brs), 9.15(lH,s), ll,22(lH,s). 
Example 107 
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2- [N- (4, 5-Dihydroxy-2-iaethoxybenzoyl) amino] -4- [ (2- 
diisopropylarainoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

IR(KBr)cm'^: 3400, 1655, 1607 

^H-NMR(DMSO-d6)5: 1.31 (6H,d), 1.34(6H,d), 3.15- 
3.18(2H,m), 3.60-3.75(4H,m), 3.96(3H,s)/ 6.69(lH,s), 
7.44(lH,s), 7.85(lH,d), 8.66(lH,t), 9.20(lH,s), 
9.70(lH,brs), 10.10(lH,s), 11.18{lH,s). 
Example 108 

2- [N- (2, 4-Dihydroxy-5-methoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

'H-NMR(CDCl3)5: 1.46(12H,d), 1 . 84-1 . 89 (2H,m) , 
3.21-3.27(2H,m), 3. 65-3.78 (2H,m) , 3.92-3.98 (2H,m) , 
3.94(3H,s), 6.S8(lH,s), 7.54(lH,s), 7.80(lH,s), 8.97- 
9.05(lH,m), 10. 79-10. 92(2H,m), 11.45{lH,s). 
Example 109 

2- [N- (2-Acetyloxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

In 10.5 ml of acetic anhydride, 3.7 g of 2-[N-(4,5- 
dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole hydrochloride ob- 
tained in Example 38 was suspended, followed by stirring at 
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go'C for 3 hours. After the reaction mixture was allowed 
to cool down, 100 ml of toluene was added thereto. The 
crystals so precipitated were collected by filtration, fol- 
lowed by drying, whereby 3.33 g of the title compound was 
obtained. Yield: 91%. 

^H-NMR(DMSO-d6)8: 1.31(6H,d), 1.35<6H,d), 3.19 (2H,brs) , 
3.59-3. 69(4H,m) , 3.83(3H,s), 3.87(3H,s), 6.91(1H,S), 
7.42(lH,s), 7.91(lH,s), 8,44(lH,t), 10.07 (lH,brs) , 
12.49(lH,s) . 
Example 110 

2- [N- (2-Chloro-4, 5-dimethoxyben2oyl) amino] -4- t (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

^H-NMR(CDCl3)8: 2.27{6H,s), 2.52-2.57 (2H,m) , 
3.51-3.55(2H,m), 3.94(3H,s), 3.96(3H,s), 6.93{lH,s), 
7.53(lH,s), 7.55(lH,s), 7.79{lH,s), 10.50 (3H,brs) . 
Example 111 

2- (N- (2-Chloro-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl) -1, 3-thiazole dihy- 
drochloride 

^H-NMR(CDCl3)5; 1.44-1.53 (12H,m), 3.39-3.50 {2H,m) , 
3.48-3.82(4H,m), 3.71-3.93 (2H,m) , 3.95(3H,s), 
4.02(3H,s), 6.90-7.02 (lH,m) , 6.96(lH,s), 7.57(lH,s), 
8.38(lH,s), 9.60-9.75{lH,m), 10.10-10.37 (lH,m) , 13.46- 
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13.68(lH,m) . 
Example 112 

2- [N- (2-Bromo-4, S-dimethoxybenzoyl) amino] -4- [ (2- 
diisoopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

IR|KBr)cm"^: 3250, 1690, 1597, 1559 

^H-NMR(DMSO-d6)5: 1.31(6H,d), 1.35(6H,d)/ 3, 17 (2H,brs) , 
3.50-3, 70(4H, m) , 3.81(3H,s), 3.85{3H,s), 7.24(lH,s), 
7,26(lH,s), 7.95(lH,s), 8.44(lH,t), 10 • 19 (2H, brs) , 
12.72(lH,brs) . 
Example 113 

2- [N- (4, 5-Dimethoxy-2-nitroben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS{FAB,m/z) : 480 (MH*) 
IR(KBr)cm-^: 1549, 1523, 1294, 1059 

'H-NMR(CDCl3)5: 0.98(12H/d), 2.62(2H,t)/ 2.99(2H,dt)/ 
3.29(2H,q), 3.97{3H,s), 4.02(3H,s), 6.99(lH,s), 
7,36(lH,brs), 7.63{lH,s), 7.74(lH,s). 
Example 114 

2- tN- (2-Amino-4, S-dimethoxybenzoyl) amino] -4- ( (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 

drochloride 

'H-NMR(DMSO-d6)6: 1 . 30-1 . 37 (12H,m) , 3.18 {2H,brs) , 
3.60-3. 69(4H,m) , 3.80(3H,5), 3.81(3H,s), 4.25- 
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5.75(4H,m), 6.82(lH,s), 7.52(lH,s), 7.93(lH,s), 
8.50(lH,t), 10,15(1H,S>. 
Example 115 

2- [N- (4/ 5-Diinethoxy-2-fluoroben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl]-!^ 3-thiazole 
maleate 

MS{FAB,m/2) : 453 (MH*) 
IR(KBr)cm'^: 1662, 1545, 1354, 1273 
^H-NMR(DMSO-d6)5: 1 . 29 ( 12H, d) , 3 • 19 (2H, brs) , 
3.55(2H,brs)/ 3,67 (2H,brs) , 3.82(3H,s), 3.86(3H,s), 
6.02(2H,s), 7.07(lH,d), 7.31(lH,d), 7.92(lH,s), 
8.39(lH,brs), 8.56 (2H,brs) , 12.11(lH,s). 
Example 116 

2- [N- (4-Amino-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole fu- 
marate 

'H-NMR(DMSO-d6)5: 1 -07-1 . 12 (12H,m) , 2.72-2 . 76 (2H,m) , 
3.17-3.22(2H,m), 3 . 31-3 • 42 (2H,m) , 3.80(3H,s), 
3.95(2H,s), 4.01(3H,s), 5.95(lH,s), 6.59(2H,s), 
6.78(lH,s), 7.39(lH,d), 7.77(lH,d), 8 .31-8.33 (lH,m) , 
8.81(lH,s), 11.14{1H,S). 
Example 117 

2- [N- {2, 5'-Diraethoxy-4-formylaminoben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 



W096/36619 



TVanslation Supplied by Rising Sun Communications Ltd. 
http ://w^w.risingsun.co.uk 



- 88 - 

^H-NMR(CDCl3)5: 1.08 (12H,d) , 1.61(lH,s), 2.67-2.72 (2H,m) , 
3.05-3.12 {2H,in), 3.40-3.43 {2H.ia) , 3.95(3H,s). 
4.10(3H,s), 7.75(lH,s), 7.82(lH,s), 8,08(lH,s), 
8.38(lH,s), 8.55(lH,s), 11.18(lH,s). 
Example 118 

2- [N- 1 4-Acetylaniino-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole hydro- 
chloride 

^H-NMR{DMSO-d6)8: 1 .33-1.37 (12H,m) , 2.18{3H,s), 
3.15-3.17(2H,m), 3 . 56-3 .70 {4H,m) , 3..89(3H,s), 
3.98(3H,s), 4.90-5.20(2H,ra), 7.55(lH,s)r 7.91{lH,s>, 
8.22(lH,s), 8.65-8.73(lH,m), 9.50(lH,s), 10.03ClH,s), 
11.42(lH,s) . 
Example 119 

2- [N- (2, 5-Dimethoxy-4-nitroben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

^H-NMR(CDCl3)5: 1.42-1.54 {12H,m) , 1.57 (2H,s), 
3.20-3.22{2H,m), 3.61-3.64 (2H,m) , 3.92-4.01 (2H,m) , 
4.01{3H,s), 4,23(3H,s), 7.55(lH,s), 7.86(lH,s), 
8.06(lH,s), 9.10-9.20{lH,m) , 11.20-11 .30 (IH.m) , 
11.46(lH,s) . 
Example 120 

2- [N- {4-Bromo-2/ 5-dimethoxybenzoyl) amino] -4- [ (2- 
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diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

'H-NMR{CDCl3)5: 1.43{6H,d), 1.53(6H,d), 3 . 15-3 . 30 (2H,m) , 
3.50-3.65 (2H,ia) , 3 . 90-4 . 05 (2H,m) , 3.94(3H,s), 
4.17(3H,s), 7.29(lH,s), 7.81(lH,s), 7.82(lH,s), 
9-07(lH,brs), 11.2S(lH,brs), 11.40(lH,s). 
Example 121 

2- [N- ( 4 -Bromo- 2 -hydroxy- 5-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, S-thiazole hydro- 
chloride 

'H-NMR(CDCl3+5%-CD30D)5: 1 .40-1 . 50 (12H,m) , 3.28 (2H,t), 
3.37-3.75<2H,m), 3.88(2H,t), 3.95(3H,s), 7.37(1H,5), 
7.66(lH,s), 7.84(lH,s). 
Example 122 

2- [N- (4, 5-Dichloro-2-methoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole hydro- 
chloride 

^H-NMR(CDCl3)5: 1.43(6H,d), 1.52(6H,d), 3 .20 (2H, brs) , 
3.57-3.64 {2H,m), 3.90-4.00 {2H,m) , 4.21 (3H,s), 
7.17(lH,s), 7.82(lH,s), 8.35(lH,s), 9. 10 (lH,brs) , 
11.21 (lH,s) . 
Example 123 

2- [N- (4, 5-Dichloro-2-hydroxyben2oyl)amino] -4-[ (2- 
diisopropylaminoethyl) aminocarbonyl] -1/ 3-thia2ole hydro- 
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chloride 

'H-NMR(CDCl3)6: 1.45(6H,cl), 1.53 (6H,d), 3.32 (2H,brs) , 
3.66(2H,brs), 3.96 (2H,brs) , 7.30(lH,s), 7.82(lH,s), 
8.22(lH,s), 8.97 (lH,brs), 10. 49 (lH,brs) . 
Example 124 

2- [N- { 4-J\mino-5-chloro-2 -me thoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1/ 3-thiazole maleate 
IRIKBrlcm"^: 3400, 3350, 3220, 1655, 1601 
^H-NMR(CDCl3/ measured was a compound in the form of a 
free base) 5: 2.30 (6H,s), 2.53(2H,t), 3.53 (2H,q), 
4.07{3H,s), 4.59(2H,brs), 6.35(lH,s), 7.73(1H,S>, 
7.45(lH,brs) , 8.19(lH,s), 10.79(lH,s). 
Example 125 

2- [N- (4-Amino-5-chloro-2-methoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

^H-NMR(DMSO-d6)5: 1 . 32-1 . 37 (12H,m) , 3. 10-3.25 (2H,m) , 
3.60-3.75(4H,m), 3.98(3H,s), 4.77 (3H,brs) , 6.61(lH,s), 
7.80(1H,S), 7.84(lH,s), 8.70{lH,t), 10.20(lH,s), 
11.03aH,s) . 
Example 126 

2- [N- (4-Acetylamino-5-chloro-2-methoxyben2oyl) amino] -4- 
[ {2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
hydrochloride 
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'H-NMR{DMSO-d6)5: 1.32(6H,d), 1.35(6H,d), 2.19(3H,s), 
3.17{2H,brs), 3.29(2H,brs), 3,50-3.75 (2H,in) , 3.96(3H,s), 
7.84{lH,s), 7.91(lH,s), 7.92(lH.s), 8 . 61 (lH,brs) , 
9.65|lH,s), 10.01 (lH,brs), 11.62(1H,5). 
Example 127 

2-[N- (2, 4, 5-Trimethoxybenzoyl)amino]-4-{ (2-[ (2- 
thiazolidinidene) imino] ethyl] aminocarbonyl]-!, 3-thiazole 
MS(FAB,m/z) : 466 (MH*) 

IR(KBr)cm"^: 3432, 3289, 1669, 1609, 1545, 1516 
^H-NMR(CDCl3)5: 3.34-3.39 (2H,m) , 3.57-3.61 (2H,m) , 
3.64-3.76(2H,m), 3.89(3H,s), 3. 92-4 . 07 (5H,m) , 
4.15(3H,s), 6.60(1H,3), 7 . 76-7, 81 (3H, m) . 
Example 128 

2- [N- (2, 4, S-Trimethoxybenzoyl) amino] -4- [ [2- (1- " 
imidazolyl) ethyl] aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 432 (MH*) 

IR{rar)cm-^: 3537, 3424, 3308, 1653, 1611, 1541, 1518 
^H-NMR(CDCl3)5: 3.73-3.79 (2H,m) , 3.92(3H,s), 3.99{3H,s), 
4.13(3H,s), 4.21-4.25(2H,m), 6.59(lH,s), 6.98- 
6.99(lH,m), 7.31(lH,brs), 7.53(lH,s), 7 . 77-7 . 79 (2H,m) , 
11.01(lH,s) . 
Example 129 

2- [N- (4-Amino-2-hydroxy-5-methoxybenzoyl) amino] -4- ( (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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^H-NMR(DMSO-d6)8: 0 . 91-1 . 30 (2H,m) , 2.48-2.51 {2H,m) , 
2.55-2.82 (2H,m) , 2. 98-3,38 (4H,m) , 3.76(3H,s), 
5.74(lH,s), 6.57(lH,s), 7.33{lH,s), 7 , 66-7 . 69 (lH,m) , 
8.03-8.50 (lH,m), 8.58-8.61 (lH,m) . 
Example 130 

2- [N- (4-Formylamino-2-hydroxy-5-methoxybenzoyl) amino] -4- 
[ {2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole 
dihydrochioride 

^H-NMR(nM[SO-d6)5: l,25-1.36(12H,m) , 3 , 09-3 . 22 (2H,m) , 
3.41-3.56(2H,m), 3,56(lH,s), 3.51-3.77 (2H,m) , 
3.88(3H,s), 7.57{lH,s), 7.89|1H,S). 8.22(lH,s), 
8-38{lH,s), 8.60-8.72{lH,m) , 9,37-9, 51 (lH,m) , 
10.02(1H,S) . 
Example 131 

2- [N- (2-Methoxy-4-methyl-5-nitroben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochioride 

'H-NMR(DMS0-d6)5: 1 . 30-1 . 36 (12H,m) , 2.67(2H,s), 
3.17(2H,s), 3.57(3H,s), 3.55-3.71 (2H,m) , 4.05(3H,s), 
7.37(lH.s), 7.94(lH,s)/ 8.42(lH,s), 8.50-8.61 (lH,m) , 
9.76-9.89(lH,m), 12.03(lH,s). 
Example 132 

2- [N- {2, 4-Dimethoxy-5-nitroben2oyl) amino] -4^ [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
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chloride 

'H-NMR(DMSO-ci6)8: 1.30-1.36 (12H,m) , 3.14-3.22 (2H,m) , 
3.40-3.71(4H,in), 4.09(3H,s), 4.13{3H,s), 7.00{1H,S)/ 
7.92(lH,s), 8.42(lH,s), 8 .55-8. 64 (lH,m) , 9.79- 
9.88(lH,m), 11.76(lH,s) . 
Example 133 

2- [N- (5-Amino-2, 4-dimethoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole dihy- 
drochloride 

'H-NMR(DMSO-d6)5: 1.30-1.36(12H,iti) , 3.16(2H,s), 
3.29-3.42(4H,m), 3 . 52-3 .73 (2H,m) , 4.05(3H,s), 
4.11(3H,s), 7,01(lH,s), 7.91(1H,S), 7.97(lH,s), 8.62- 
8.71(lH,m), 9.77-9.89(2H,m) , 11.43(lH,s). 
Example 134 

2- [N- {5-Formylamino-2, 4-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoettiyl) aminocarbonyl] -1/ 3-thia2ole hydro- 
chloride 

^H-NMR(DMSO-d6)6: 1.30-1.36 1 12H, m) , 3.10-3.23 (2H,m) , 
3.54-3.75(4H,m), 4.01(3H,s), 4.08{3H,s), 6.92(lH,s), 
7.89(lH,s), 8.28(lH,s), 8 . 64-8 . 68 (lH,m) , 8.72(lH,s), 
9.70(lH,s)/ 9.69-9.80{lH,m), 11.35(lH,s). 
Example 135 

2- [N- (5-Acetylamino-2, 4-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1/ 3-thiazole 
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'H-NMR(CDCl3)5: 1.02-1.14(12H,m) , 2.19(3H,s), 
2. 62-2.78 {2H,m), 3.01-3. 18 {2H,m) , 3.37-3.49 (2H,m) , 
3^98(3H,s), 4.09{3H,s), 6,54(lH,s), 7.40(lH/s), 
7.61-7.72(2H,m), 9.04(lH,s), 10.89{lH,s). 
Example 136 

2- IN- (4-Methoxy-3-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonylj-l, 3-thia2ole hydro- 
chloride 

^H-lMR(CDCl3)5: 1.30-1.36(12H,m) , 3 . 19 (2H, brs) , 
3.54(lH,d), 3.60-3.70|4H,m), 4.04(3H,s), 4 . 30 (lH,brs) , 
7.92(lH,s), 8.33-8.37|lH,m), 8.47 (lH,brs) , 
8.67-8.71(lH,m), 9,91 (IH^brs) . 
Example 137 

2- [N- (3-Amino-4-methoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
'H-NMR{DMSO-d6)5: 1 .30-1 . 36 (12H,m) , 3.19 (2H,brs) , 
3.60-3.75(4H,m), 3.94(3H,s), 4 .70 {3H,brs) , 7.17(lH,d>, 
7,76(lH,s), 7.86(lH,d), 7.91(lH,s), 8.41(lH,t), 
9.94(lH,brs), 12.60(lH,s). 
Example 138 

2- [N- (3-Formylamino-4-methoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole 
^H-NMR(DMS0-d€)5: 0.98-1.05(12H,m) , 2,49-2.51 (2H,m) , 
2.99(2H,brs) , 3 .20-3. 40 (2H,m) , 3.95(3H,s), 7.21(lH,d), 
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7.75(1H,S)/ 7.78(lH,s), 7.91(lH,dd), 8.35(lH,d), 
8.85(lH,d)i 9.81(lH,s), 12.52 (lH,brs) . 
Example 139 

2- [N- (3-Acetylamino-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1/ 3-thiazole hydro- 
chloride 

^H-NMR(I»1SO-d6)8: 1.30-l,36(12H,m) , 2.12 (3H,s), 
3.17(2H,brs). 3,60-3. 75(4H,m) , 3.93(3H,s), 7.21(lH,d), 
7.89-7,93(lH,m) , 7.90(lH,s), 8.41(lH,t), 8.66(lH,s), 
9.31(lH,s), 9.74(lH,brs) , 12-60(lH,s). 
Example 140 

2- [N- (3-Methoxy-4-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl)arainocarbonyl]-l/ S-thiazole hydro- 
chloride 

^H-NMR(DMSO-d6)5: 1 . 32 (12H,brs) , 3.19(2H,brs) , 
3.64(4H,brs), 4.04(3H,s), 7.72(lH,d), 7.98-8.05(2H,m) , 
8*40"|lH,s), 9.70(lH,brs) , 13. 15 (2H,brs) . 
Example 141 

2- [N- (4-Amino-3-methoxybenzoyl) amino] -4- [ |2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
^H-NMR(DMSO-d6)8: 1 .30-1 .37 (12H,m) , 3.17 (2H,br5) , 
3.60-3.90(4H,m) , 3.90(3H,s), 5 . 63 ( 3H, brs) , 6.91(lH,d), 
7.61(lH,d), 7.67(lH,s), 7.89(lH,s), 8 . 44 (IH, brs) , 
10,15(lH,brs) , 12.40(lH,brs) . 



TVansIation Supplied by Rising Sun Communications Ltd. 
http ://www.risingsun.co.uIc 



Example 142 

2- [N- (4-Formylamino-3-raethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1/ 3-thiazole fu- 
laarate 

^H-NMR{DMSO-d6)5: 1 . 01-1 . 08 {12H,m) , 2.61(2H,t), 
3.00-3.20(2H,m), 3.29{2H,q), 3.40 (2H,brs) , 3.97(3H,s), 
6.58(lH,s), 7.74(lH,d), 7.80(lH.d), 7.82{lH,s), 
7,95(lH,t), 8.37(lH,d), 8.38(lH,s), 9.98(lH,s), 
Example 143 

2- [N- (4-Acetylamino-3-methoxybenzoyl)amino]-4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole liydro- 
chloride 

^H-NMR(DMSO-d6)5: 1 . 30-1 . 37 (12H, m) , 2,15(3H,s), 
3.19(2H,brs), 3.47 (lH,brs) , 3.55-3,70 (4H,m) , 3.96(3H,s), 
7.58(lH,d), 7.69(lH,d), 7.86(lH,s), 8.24(lH,d), 
8.43{lH,t), 9.37(lH,s), 9. 96 (lH,brs) . 
Example 144 

2- [N- (4-Amino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
^H-NMR(CDCl3)5: 1.07{12H,d), 2 . 67-2 . 71 (2H, m) , 
3.03-3.13(2H,m}, 3.37-3.44 (2H,m) ; 4.04(3H,s), 
4,21(2H,s)/ 6.24-6.26(lH,m) , 6. 38-6, 42 (lH,m) , 7.67- 
7,76(lH,m), 7.69(lH,s), 8.07-8.11 {lH,m) , 10.90(lH,s). 
Example 145 
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2- [N- ( 4-Fonnylamino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thia2ole 
^H-NMR(CDCl3)5: 1 . 08 (12H/ d) , 2 . 68-2 .73 (2H,m) , 
3.03-3.14 (2H,ni), 3.36-3.45 (2H,in) , 4.13(3H,s), 
6.86-6.90(lH,m), 7.69-7.74 (3H,m) , 8.01(lH,s), 
8.24-8.29(lH,m), 8.48(1H,5), 11.02(lH,s). 
Example 146 

2- [N- (4-Acetylamino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole diliy- 
drochloride 

'H-NMR{DMSO-d6)5: 1 . 24-1 . 46 (12H,m) , 2.11(3H,s), 
3.17(2H,s), 3,57-4,03(6H,m) , 3.99(3H,s), 7.29- 
7.33(lH,m), 7.68(lH,s), 7 . 87-7 .90 (2H,m) , 8.60- 
8.65{lH,m), 9.67{2H,s), 10.45(lH,s), 11.36(lH,s). 
Example 147 

2- [N- (3, 4-Diraethoxybenzoyl) amino] -4- [1- (4-dimethyl- 
aminb) piperidinyl] carbonyl-1, 3-thiazole 
MS(FAB,m/z) : 419 (MH*) 

IR{KBr)cm"^: 1655, 1601, 1549, 1516, 1269 
^H-NMR(CDCl3)5: 1 . 41-1 .56 (2H, m) , 1 . 75-1 . 95 (2H,m) , 
2.30{6H,s), 2.38-2.47 (lH,ra), 2 . 60-3. 15 {2H,m) , 
3.96(3H,s), 3.97(3H,s), 4 . 25-4 . 70 (2H,m) , 6.96(lH,d), 
7,43(lH,s)/ 7.48-7.56(2H,m), 9 . 60 (IH, brs) . 
Example 148 
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2- [N- (3, 4-Diiaethoxyben2oyl) amino] -4- [1- (4-methyl- 
piperazinyl) ] carbonyl-1, 3-thiazole 
IR(KBr)cm"^: 3084, 1655, 1601, 1547 

^H-NMR(CDCl3)5: 2.30(3H,s), 2 . 40 (4H, brs) , 3 . 74 (4H, brs) , 

3.9S{3H,s), 3.96(3H,S), 6.94(lH,cl), 7.47(lH,s), 
7.51(lH,dd), 7.56(lH,cl), 10.00(lH,brs) . 
Example 149 

2-[N- (2, 4, 5-Trimethoxybenzoyll amino]-4-[ [ (2-dimethyl- 
amino-l-methyl ) ethyl ] aminocarbonyl ] -1 , 3-thiazole maleate 
MS(EI,m/z) : 422 (M*) 
IR(KBr)cm"^: 3289, 1711, 1665, 1610 

^H-NMR(DMSO-d6)5: 1.22(3H,d), 2.81 (6H,s), 3.08- 
3.40(2H,m), 3.79(3H,s), 3,93(3H,s), 4.08(3H,s), 4.44- 
4.48(lH,m), 6.ai{2H,s), 6.88(lH,s), 7.51(lH,s), 
7.89(lH,s), 8.33(lH,d)/ 8.70-9.50 (lH,br) , 11.24(lH,s). 
Example 150 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (4- 
dimethylaminophenyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 456 (MH*) 

IR(KBr)cm"^: 3335, 1659, 1640, 1609, 1516 
'H-NMR(CDCl3)5: 2.95(6H,s), 3.93(3H,s), 4.00(3H,s)/ 
4.17{3H,s), 6.61(lH,s), 6.76(2H,d), 7.58(2H,d>, 
7.83(lH,s), 7.84(1H,S), 8 . 87 (lH,brs) , 11.06 {lH,brs) . 
Example 151 
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2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ I4-(l- 
^lethylpiperidinyl) ] aminocarbonyl]-!, 3-thiazole 
MS|FAB,m/z) : 435 (MH*) 

IR(KBr)cin"^: 3519, 3357, 1655, 1611, 1538 
^H-NMR(CDCl3)5: 1.61-1.75(2H,m), 2,03-2.24 (5H,m) , 
2.34(3H,s), 2.87-2.92(2H,m), 3.93(3H,s), 3.99{3H,5), 
4.15{3H,s), 6.60(lH,s), 7.08 (lH,brd) , 7.76(lH,s), 
7.78{lH,s), 11.03(lH,brs) . 
Example 152 

2- [N- {2, 4, 5-Trimethoxyben2oyl) amino] -4- [ [ [2- (1- 

methylpiperidinyl) ]methyl]aminocarbonyl] -1, 3-thiazole 

dihydrochloride 

MS(FAB,m/z): 449 (MH*) 

IR(KBr)cm'^: 3185, 1665, 1607, 1551 

^H-NMR(DMSO-d6)6: 1 . 79-1 .98 (6H,m) , 2 , 80-2 . 83 (3H,m) , 
3.05-3.55(4H,m), 3.79(3H,s), 3.93|3H,s), 4.10(3H,d), 
4.42"(lH,brs), 6.88(lH,s), 7.50(lH,d), 7.89(lH,d), 
8.39(0.5H,d), 8.69(0.5H,d), 10.98 (0.5H,brs) , 
11.30(0.5H,brs), 11 .38 |2H,brs) . 
Example 153 

2- [N- (4, 5-Dimethoxy-2-hydroxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) oxycarbonyl] -1, 3-thiazole hydro- 
chloride 

IR(KBr)cm"^: 3185, 1665, 1607, 1551 
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^H-NMR(DMSO-d6)5: 1 . 23-1 . 42 (12H,m) , 3.28-3.48 (2H,m) , 
3,65-3. 71|2H,m), 3,78(3H,s), 3.82{3H,s), 4.52- 
4.63(2H,m) / 6.70(lH,s) , 7.60(lH,s), 8.18(lH,s), 
9.84(lH,s), 11, 91-11. 98(lH,m), 12.28(lH,s). 
Example 154 

2- [N- {2-Methoxy-3, 4 -methyl idenedioxybenzoyl) amino] -4- 
( (2-diisopropylaminoethyl) aminocarbonyl] -1/ 3-thia20le 

maleate 

IR(KBr)cm'^: 3250, 1653, 1541 

^H-NMR(DMS0-d6)5: 1.30{12H,d), 3- 10-3.25 (2H,m) , 
3,50-3.72(4H,m), 3.99(3H,s), 6.03(2H,s), 6.13(2H,s), 
7.09(lH,s), 7.41(lH,s), 7.89(lH,s), 8 . 52 (IH, brs) , 
8.60{2H,brs)r 11.34(lH,s). 
Example 155 

2- [N- [2- {2-Dimethylaminoethylamino) -4, 5-dimethoxy- 
benzoyl] amino] -4- [ (2-dimethylaminoethyl) aminocarbonyl] - 
1,3-thiazole trihydrochloride 
IR(KBr)cm"^: 3030, 1655, 1560, 1538 

^H-NMR(DMSO-d6>5: 2.70-2. 90 (12H,m) , 3.20-3.30 (4H,m) , 
3.60-3.75{4H,m) , 3.78(3H,s), 3.91(3H,s), 6 . 10 (3H,brs) , 
6.46(1H,S), 7.53(lH,s), 7.93(lH,s), 8.32(lH,t), 
10.40(lH,brs), 10.90 (lH,brs) . 
Example 156 

2- [N- (3-Nitrobenzoyl) amino] -4- [ (2-diisopropylamino- 
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ethyl) aminocarbonyl] -1/ 3-thiazole hydrochloride 
^H-NMR{DMSO-d6)5: l,31(6H,d), 1.34(6H,d), 3.20 (2H,brs) , 
3.60-3.68(4H;ni) , 7.88(lH,dd), 7.99(lH,s), 8.48- 
8.52(2H,m)/ 8.94(lH,dd). 9.63(lH,s), 13.21(lH,s). 
Example 157 

2- [N- (3-Aminoben2oyl) amino] -4- ( (2-diisopropylamino- 
ethyl) aminocarbonyl] -1, 3-thia2ole 

'H-NMR(DMSO-d6)5; 0.98(12H,d), 2.51 (2H,brs) , 
2.99(2H,brs> , 3.20-3.40 (2H,in) , S.37(2H,s)/ 6.78- 
6.82{lH,m), 7.14-7.22 (3H,m), 7.78(lH,s), 7 . 82 (IH^brs) , 
12.43(lH,s) . 
Example 158 

2- [N- O-Formylaminobenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
^H-NMR(r»lSO-d6)5: 0.99(12H,d), 2 . 56 (2H,brs) , 
3.00(2H;brs) , 3.15-3.35 (2H,m) , 7.50(lH,d), 7.70- 
7.91{4H,m), 8.25(lH,s), 8.34(lH,s)/ 10 . 40 (IH, brs) , 
12.70(lH,brs) . 
Example 159 

2- [N- (3-Acetylaminobenzoyl) amino] -4- [ {2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
'H-NMR(DMS0-d6)6: 1.30(6H,d), 1.33(6H,d), 2.09(3H,s), 
3.10-3.25(2H,m) , 3. 60-3.75 |4H,m) , 7.47(lH/dd), 
7.73-7.80 (2H,m) ^ 7.93(lH,s), 8.42(lH,t), 9 . 48 (IH, brs) , 
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10.22{lH,s), 12.71(lH,s). 
Example 160 

2- [N- (4-Nitroben2oyl) amino] -4- [ (2-diisopropylaraino- 

ethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 

^H-NMR(DMSO-d6)6: 1 .23-1 . 41 (12H,m) , 3.20(2H,s), 
3.51-3.74 {4H,m) , 8.00(lH,s), 8.26-8.51 (5H,m) , 
9.53-9.76(lH,m), 13.17(1H/S). 
Example 161 

2- [N- (4-Arainobenzoyl) amino] -4- [ (2-diisopropylamino- 
ethyl) aminocarbonyl] -1/ 3-thiazole dihydrochloride 
^H-NMR(DMSO-d6)5: 1 .25-1 . 47 (12H,m) , 2.89(2H,s), 
3.42-3.75(4H,m) , 4 .90-5. 98 (4H,m> , 6. 87-6, 94 (2H,m) , 
7.89(lH,s), 7.89-7.98(2H,m) , 8 . 41-8 . 63 (lH,m) , 
10.13(2H,s), 12.43(lH,s). 
Example 162 

2- [N- (4-Formylaminobenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thia20le 
^H-NMR(DMSO-d6)6: 0.99{6H,d), 1.01 (6H,d), 2.15- 
2.30|2H,m), 2. 54 (2H,brs) , 2.99 |2H,brs) , 7.74{lH,d), 
7.84(lH,brs), 7.89(2H,s), 8 .06-8 .09 (2H,m) , 8.36(lH,d), 
10.54(lH,s), 12.57(lH,brs) . 
Example 163 

2- [N- (4-Acetylaminoben2oyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
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^H-NMR(DMSO-d6)6: 0.99(6H,d), 1.03(6H,d), 2.09(3H,s), 
2.51 (2H,brs) , 2.99(2H,brs) , 3-15-3,30 (2H,m) , 7.73|lH,d), 
7.79(2H,s), 7.84 (IH.brs), 8.03-8.07 (2H,m) , 10.28(lH,s), 
12.53 (IH.brs) . 
Example 164 

2- [N- (5-Fonaylainino-2-hydroxy-4-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
'H-NMR(DMSO-d6)6: 1.08 (6H,d), 1.10(6H,dl, 2.50- 
2.54(2H,m), 2,93-3,02 (2H,m) , 3.10-3-25(2H,m) , 
3.75(3H,s), 6.28(lH,s), 7.37{lH,s), 7.98(lH,s), 
8.04(lH,t), 8.09(lH,s), 8.17(lH,s), 8.77{lH,s), 
9,17(lH,s) . 
Example 165 

2- [N- (5-Amino-2-hydroxy-4-methoxyben2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -Ir 3-thiazole 
'H-NMR(DMSO-d6)5: 1.20(12H,d>, 3. 05-3 .25 (2H,m) , 
3.30-3,50{2H,m) I 3 . 61 {2H, brs) , 3,70(3H,s), 4 . 35 (lH,brs) , 
6.66(lH,s), 7.29(1H,S), 7.82(lH,s), 8.66(lH,t), 
9.43|2H,brs) , 11.75 (lH,brs) . 
Example 166 

2- [N- (5-Acetylamino-2-hydroxy-4-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -Ir 3-thiazole 
hydrochloride 

^H-NMR(DMSO-d6)5: 1.30(6H,d)/ 1.32(6H,d)r 2.06(3H,s), 
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3.17(2H,brs)/ 3.50-3.75(4H,m), 3.87(3H,s), 6.83(lH,s), 
7-88(lH,s), 8.42{lH,s), 8.70(lH,t), 9.15(lH,s), 
9.22(lH,brs), 11. 60 (lH,brs) , 12. 15 (lH,brs> . 

Example 167 

2- [N- (4, 5-Dimethoxy-2-hydroxyben2oyl) -N-methylamino]-4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, S-thiazole 

^H-NMR(CDCl3)5: 1 . 26-1 . 62 (12H, m) , 3 . 14-3 .22 (2H,ni) , 
3.44-3.69(4H,m) , 3.85(3H,s); 3.92(3H,s), 4.04(3H,s), 
6.58-6.62(lH,m) , 6.93(lH,s), 7.83(lH,s), 9.29(lH,s), 
11, 15-11. 41{lH,m) . 
Example 168 

2- [N- (4, 5-Dimethoxy-2-hyciroxybenzoyl) amino] -4- [ [N- (2- 
diisopropylaminoethyl) -N-methyl) aminocarbonyl) -1, 3- 
thiazole maleate 

^H-NMR(DMSO-d6)5: 1.20-1.40{12H,m) , 2.50(3H,s), 
3.26(2H,brs), 3.40 (2H,brs) , 3. 60-3,75 |4H,m) , 3.77(3H,s), 
3.83{3H,S). 6.62(2H,s), 7,51(lH,s), 7.56{lH,s), 
7.71(lH,brs), 8.70 (IH.brs) , 12.10 {lH,brs) . 
Example 169 

2- [N- (2, 5-Dihydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, S-tliiazole dihy- 
drochloride 

IR(KBr)cm"^: 3325, 1665, 1609, 1559 

^H-NMR{DMSO-d6)5: 1.31 {6H,d), 1.34i6H,d), 3.15(2H,br6) , 
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3.50-3.70 (4H,ia), 3.77(3H,s), 6. 00 (2H, brs) / 6.77(lH,s), 
7.47(lH,s), 7.87(lH,s), 8 .71 (IH.brs) , 9,74 (IH.brs) , 
11.50-ll,80(2H,m) . 

Example 170 

2- (N- (2-Methoxy-4-nitrob€n2oyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1^ 3-thidzole 
^H-NMR(CDCl3)5: 1.08(12H,d), 2 • 63-2.76 {2H,m) , 
2.98-3,18 (2H,m) , 3 • 39-3 . 53 (2H,m) , 4,25(3H,s), 
7.72(lH,s), 7.81(lH,s), 7.94-7.97 {lH,m) , 8.01- 
8.04(lH,m), 8.50-8.53(lH,m), 10.95(lH,s). 
Example 171 

2- [N- {5-Chloro-4-formylamino-2-methoxyben2oyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
'H-NMR(DMSO-d6)8: 1 . 00-1 .20 (12H,m) , 2.93 (2H,brs) r 
3.20-3.50(4H,m), 3.97(3H,s), 7.88aH,s), 7.90|lH,s), 
8.25(lH,s), 8.35(lH,brs), 8.47(lH,s>, 10.18(lH,s), 
ll-62{lH,s) . 
Example 172 

2- [N- (3-Nitrobenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl) -1 , 3-thia2ole hydrochloride 
'H-NMR(DMSO-d6)6: 2.55(6H,s). 3 . 24-3 . 29 (2H, m) , 

3.56-3.71{2H,m) r 7.87(lH,s)r 8 .03 (IH, s) , 8 .42 (IH, s) , 
8.47-8.53(2H,m), 8.94(lH,dd), 10.30 (2H,brs) . 

Structural formulas and melting points of the com- 
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pounds obtained in Referential Examples 1-6 and Examples 1- 
172 are shown in the following tables. 
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RefEx. 


R' 


R2 


R3 




R5 


0 


MelBng point (X) 


1 


3-HeO 


4-MeO 


II 


II 




OEt 


132-13'l 


2 


2-HeO 


4-MeO 


5-MeO 


H 




GEl 


229.0-231.0 


3 


2-HeO 


4-MeO 


5-MeO 


11 




Oil 


243.0-245.0 - 


4 


3-MeO 


4-MeO 


II 


Me 




OEt 


2ll.0-2ia0 (acetate) 


6 


2-0II 


4-MeO 


5-lifeO 


11 




OGl 



Referential Example 5 




Melting point: 85.7 to 86. 7^0 
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Ex. 


R' 




R3 




R5 


Rio 


in 


R" 


Melting point (°C) 


L 

2 
3 
4 


3-Mefl 
3-MeO 
3-MeO 


>i-iUpn 
4-MeO 
4-MeO 
4-MeO 


11 
il 

II 
1! 
II 


II 
II 
II 


II 

II 
II 
II 


II 

II 
II 
II 


9 
C 

2 
2 
2 


NMe2 

NII2 

NHez 

-N^ 


iqc-ioT (maleate, decomposed) 

272-273 (hydrochlonde) 

188-190 (maleate) 

220 (dihydrochloride, decomposed) 


5 
6 


3-MeO 
3-MeO 


4-MeO 
4-MeO 


II 

II 


II 
11 


II 

H 


II 
II 


2 
2 


.>=^ 
NRt2 

NMe2 
NMez 
NMez 
Nl:t2 
/Pr-i 

-< 
^Pr-I 

/Pr-i 

^Pr-i 
/Me 

-< 
/El 

^Pr-i 


176.5-177.3 
154-155 (maleate) 


7 
8 
9 
10 
11 

12 


3-iWeO 
2-HeO 
2-MeO 
2-AleO 
2-JfeO 

2-MeO 


4-MeO 
4-MeO 
4-MeO 
4-lteO 
4-MeO 

4-MeO 


II 
II 

5-MeO 
5-MeO 
5-MeO 

5-MeO 


H 
II 
II 
H 
H 

II 


H 
H 
H 
II 
H 

II 


Me 

H 

II 

II 

H 

Me 


2 
2 
2 
2 
2 

2 


150-154 (fumarate) 
189-191 (maleate) 
167-168 (maleate) 
154.6-155.2 (maleate) 
176-178 (maleate, (tecomposed) 

161-1G2 (maleate) 


13 


2-JleO 


4-MeO 


5-MeO 


H 


II 


II 


9. 


150-151.0 


t A 


Z-MpO 


4-Mel) 


5-Mefl 


II 


II 


II 


2 


174-1/6 {ain)rdiiocMonde, 
deconfq]osed) 


15 


2-MeO 


.4-MeO 


5-MeO 


II 


11 


II 


2 


^JJMc 


oil 


16 


2-HeO 


44leO 


5-MeO 


H 


II 


It 


2 


1 

Pr-i 


oil 


17 


2-MeO 


4-MeO 


5-MeO 


II 


11 


II 


2 


-0 
-N-Pr-i 
II 


oil 


18 


2-MeO 


4-MeO 


5-MeO 


II 


II 


II 


2 


159-160 


19 


2-JleO 


4-MeO 


5-MeO 


II 


II 


1! 


2 


-N'^COOEl 
1 

Pr-i 


Oil 



W096/36619 Translation Supplied by Rising Sun Communications Ltd. 

http://www.risingsun.co.uk 



- 109 - 



Table 3 



Ex. 




R2 


R3 




R5 


Rio 


ni 


R" 


Melting point ("C) 


20 


2-UeO 


4-MeO 


5-UeO 


II 


II 


II 


2 


1 


on 


21 
22 


3-MeO 
3-HeO 


4-«eO 
4-MeO 




II 
II 


II 

II 


II 
II 


3 
2 


Pi-i 
NHez 

-N Nil 
\_/ 


250-252(fumarate, decomposed) 
181. 1-183.3 (maleate) 


23 


3-MeO 


4-MeO 




II 


II 


II 


2 




188.2-189.5 (hydrochloride) 


24 


3-Mea 


4-MeO 




II 


II 


II 


2 


-N 


196.2-198.5(trihydrochloride) 


25 


3-MeO 


4-MeO 






If 


II 


2 


II 
II 

H 


155-158 


26 


3-MeO 


4-UeO 




II 


II 


H 


2 


215-220 (hydroiodide) 


27 


3-MeO 


4-MeO 


H 


II 


H 


H 


2 


190-210 (decomposed) 


28 


3-MeO 


4-MeO 


II 


II 


II 


II 


2 


II 
II 


190-200 (hydrochloride, 

decomposed) 


29 


3-MeO 


4-MeU 


H 


11 


H 


H 


4 


NMe2 


174-176 (dihydrochloride) 
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Ex. 


Rl 


R2 


r3 


R4 


R5 


D 


Melting point (°C) 


30 
31 
\ 32 


2-UeO 
Z-HeO 
2-Mi 


4-MeO 
4-MeO 

4-m 


5-MeO 
5-HeO 
S-MeO 


Ff 
11 
(1 


il 
11 
II 


mm 

Nlsl2 

\pr-i 
NMe2 


188-189 
186-187 
225-227 


33 


3-MeO 


4-MeO 


H 


H 


H 


160-163 
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Table 5 




N-(Cll2)™-R" 



Ex. 


n 1 




d3 








HI 




34 


2-NII2 


4-MeO 


5-McG 


11 


II 


H 


2 




35 


2-NO2 


4-MeO 


5-MeO 


II 


II 

II 


1 1 
II 


0 

2 


NMe2 


36 


2-Br 


4-MeO 


5-MeO 


II 


II 


II 
II 


2 




37 


2-011 


4-MeO 


5-MeO 


II 


II 


II 


2 




















/Pr-i 


38 


2-011 


4-MeG 


5-MeO 


H 


II 

II 


II 


2 




















Pr-i 


39 


2-NMe2 


4-MeO 


5-MeO 


H 


II 


H 


2 






9-Ua 




0 mcU 


11 
II 


M 
11 


11 
fi 


0 
c 




41 


2-NllAc 


4-MeO 


5-MeO 


II 


II 


II . 


2 


NMe2 


42 


II 


II 


H 


II 


II 


II 


2 


NMea 


43 


<J-Me0 


ft 

11 


II 

II 


If 
II 


II 


II 
II 


0 

6 




44 


3-MeO 


II 


II 


II 


II 


H 


2 


NMe2 


45 


3-Ci 


II 


11 


II 


II 


II 


2 


NM82 


46 


4-MeO 


II 


II 


II 


II 


II 


2 


NMe2 


47 


2-MeO 


3-MeO 


II 


II 


II 


II 


2 


NM82 


48 


2-011 


3-MeO 


II 


II 


II 


II 


2 


NMe2 


49 


2-MeO 


4-OH 


II 


II 


II 


11 


2 


/Pr-i 


















— N 

^Pr-i 


50 


2-0II 


4-MeO 


11 


II 


II 


II 


2 


/Pr-i 


















^Pr-i 


51 


2-MeO 


5-MeO 


11 


H 


II 


II 


2 


NMea 


52 


2-MeO 


6-MeO 


II 


II 


II 


II 


2 


NMe2 


53 


3-MeO 


5-MeO 


II 


]\ 


II 


H 


2 


NMe2 
NlO^e 


54 


3-MeO 


4-llleO 


II 


II 


II 


II 


2 


ff. 


S-Mc-f) 


4-Mcn 


II 


II 


II 


Mc 


2 


NIIMu 


5(i 


3-MeO 


4-MeO 


II 


II 


II 


II 


2 


Nll-iPr 


57 


4-011 


3 -Men 


II 


II 


II 


II 


2 


/Pr-i 


















-< 


58 


3-011 


4-MeO 


11 


11 


II 


II 


2 


/Pr-i 


















-< 
^Pr-i 


59 


3-MeO 


4-MeO 


II 


H 


II 


II 


2 


-.0 


















II 



Melting point (^C) 



181- 184 (dihydrochlonde. decomposed) 
213-215 

206- 209 (decomposed) 

219- 222 

179-182 (decomposed) 
160 (hydrochloride) 

242-244 (dihydrochfcride, decomposed) 

182- 185 (decomposed) 
111-113 (decomposed) 
94. 0 (hydrochloride) 
143-144 (maleate) 

207- 208. 0(dlhydrochforide) 
176-179 (maleale) 
208.5-209 (dihydrochloride) 
182-184 (maleate) 
188 (maleate) 

220- 225 (dihydrochloride) 



135-148 



166 (maleate) 
205 (Hfialeate) 

149- 150 (hydrochlonde) 
208-212 (dihydrochloride) 
IG8-172 (dihydrochloride) 
108-110 (maleate) 
130-145 (dihydrochloride) 

150- 160 (dihydrochloride) 



170-175 (hydrochloride) 
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Table 6 



Ex. 




R2 


R3 


RO 


R5 


RIO 


in 




Melting point (°C) 


60 


3-MeO 


4-Men 


II 


II 


II 


H 


2 


-0 


88-90 (maleate) 


61 


3-MeO 


4-MeO 


II 


II 


II 


II 


2 


-0 


233-235 (dihydrochloride) 


62 


3-MeO 


4-MeO 


II 


II 


H 


II 


2 




197-200 


63 


3-MeO 


4-MeO 


II 


II 


II 


II 


2 


0 

° /NHg 

^NH2 
/Sll 

^NlWe 
/SMe 

^NHMe 

NMea 
NMe2 
NMe2 
NMe2 


192-194 




















64 
65 
66 

67 
68 
69 
70 
71 


3-«e0 
3-MeO 
3-MeO 

2-MeO 
2-MeO 
2-MeO 

2- MeO 

3- MeO 


4-MeO 

4-MeO 

4-MeO 

3-MeO 
3-MeO 

3- MeO 

4- Mpn 

4-MeO 


II 

il 
II 

5- MeO 

6- MeO 

O QflcU 

5-McO 


II 
H 
II 

II 

II 

II 

u 
n 

II 


11 
H 
II 
II 

II 

H 

H 

ii 
11 

11 


H 

H 

II 

11 
11 

II 

II 

11 
11 

II 


2 
2 
2 
p 

c 

2 
2 

0 

c 

2 


225 (hydrochloride) 

213-216 (dihydrochloride) 

161-163 (dihydrochloride) 

tdft-i<^n (maleate] 
164-166 (maleate) 
175-176. 5 (maleate) 

226-228 (funrarate) 


72 


2-MeO 


4-MeO 


5-MeO 


11 


11 


II 


2 


-N-<| 
II ^ 
NH-tBu 

-< 
^Pr-i 

NEt2 

-< 

^Pr-i 

-< 
-< 


143-144 


73 
74 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


K 
II 


II 
II 


II 
II 


2 
3 


196-197 (dihydrochloride) 
176-178 (dihydrochloride) 


75 
76 
77 


2-MeO 
2-Men 
2-MeO 


4-MeO 
4-MeO 
4-MeO 


5-MeO 
5-MeO 
5-MeO 


II 

Me 


II 
II 
II 


Me 
II 

II 


2 
2 
2 


100-101 (maleate) 
115.5-117.0 (maleate) 
176-177.5 (m^eate) ' 


78 


2-MeO 


4-MeO 


5-MeO 


II 


II 


II 


2 


148-150 (dihydrochloride) 


79 


2-MeO 


4-MeO 


5-MeO 


II 


II 


II 


2 


163-165 (dihydrochloride) 
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Table 7 



Ex. 


R' 


R2 


R3 


R" 




RIO 


a 


RH 


Melfing point (»C) 


80 

81 

82 
83 

84 
85 


2-MeO 

2-MeO 

2-MeO 
2-MeO 

2-HeO 
2-MeO 


4-UeO 

4-MeO 

4-MeO 
4-MeO 

4-MeO 

4-MeO 


5-MeO 

5-MeO 

5-MeO 
5-MeO 

5-MeO 

5-MeO 


II 

H 

H 
II 

H 

H 


11 

II 

H 
II 

H 


II 
II 

H 
11 

II 

II 


2 

2 

2 
2 

2 

2 


^Bu-i 

NMeBl 
.Pr-1 

-< 

Pr-n 
/Pr-i 

-< 
^Ou-n 

,Pr-i 

^Pr-i 
/Pr-i 

-N 

^Pr-i 

-n( 

^0-Me 
— Nv^/NQ^Me 


185-187 (hydrochloride) 

128-129 

163.0-165 

178-179 (dihydrochlcride) 
203-205 (dihydrochloride) 
189-191 (dihydrochloride) 


88 


2-MeO 


4-lieO 


5-MeO 


H 


Me 


II 


2 


187-189 (dihydrochloride) 


87 


2-MeO 


4-MeO 


5-MeO 


II 

II 


II 

II 


II 


2 


inn ton 

IZ8-1Z9 


88 


2-MeO 


4-MeO 


5-MeO 


II 


il 


II 


2 


182-184 (dihydrochloride) 


89 


2-MeO 


4-MeO 


5-MeO 


H 


II 


II 


2 




179-181 (dimaieate) 


90 


2-MeO 


4-ileO 


5-MeG 


II 


H 


II 


2 




150-152 


91 


2-MeO 


4-MeO 


5-MeO 


II 


H 


II 


2 


Pr-i 
1 


148-150 (hydrochloride) 


92 
93 
94 


2-EtO 

2-iPrO 

2-MeO 


4-MeO 
4-MeO 
4-BlO 


5-MeO 
5-MeO 
5-EtO 


H 
H 
H 


11 
II 
il 


II 
il 
II 


2 
2 
2 


NMea 
Mez 
/Pr-i 

-< 

^Pr-i 

NMea 
Nll-iPr 
Me 

-< 
^Pr-i 


186-188 
171-172 

145-147 (fumarate) 


95 
96 
97 


2-BiiO 

2-0II 

2-011 


4-MeO 
4-MeO 
4-MeO 


5-MeO 
5-MeO 
5-MeO 


H 
II 

II 


II 
II 

II 


II 
II 
II 


2 
2 
2 


183-185 

208-209 (dihydrochloride) 
185-186 (dihydrochloride) 
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Table 8 



R' 



R3 



R4 



R5 



Rio 



Ri' 



Melting point ("C) 



2-011 



2-011 



2-MeO 
2-MeO 
2-«e0 



2-UeO 



2-McO 



2-M 



z-m 



2-MeO 



Z-OII 



2-AcO 



2-C£ 
2-Cj? 



2-Br 



2-NO2 



2-NII2 



2-F 



4-MeO 



4-&le0 



4-OH 
-OH 
4-0II 



4-0II 



4-OH 



i-OII 



4-MeO 



-OH 



4-OH 



4-MeO 



4-MeO 
4-MeO 



4-MeO 



4-MeO 



4-ftleO 



4-»le0 



5-MeO 



5-MeO 



5-MeO 
5-MeO 
5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-OH 



5-on 



5-MeQ 



5-MeO 



5-MeO 
5-MeO 



5-&1eG 



5-MeO 



5-MeO 



S-MeO 



-H 



Pi-i 
Pr-n 



H 2 



Pi-i 

162 

l-iPr 
Me 



Pr-i 
Gl 

Pr-i 
Pi-i 



Pr-i 
/Pr-ii 

^Pr-i 



-N 



-N 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 



< 

/ 
\ 

/ 
\ 

< 

^Pr-i 
NMe2 
/Pr-i 



-N 



-N 



-n: 



-N 



Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 



186-187 (diliydrochloride) 

201-202 (dihydrochloride) 

207-209 ("la'eate) 
250-252 (hydrochloride) 
193-195 0iydrochioride) 



158-160 (hydrochloride) 



166.5-168. 5 (maleate) 
118-121 (dihydrochloride) 
191.5-19aS(maleate) 
253-255.5 (hydrochloride) 
194-196 (dihydrochloride) 

222. 5-221 0 (hydrochloride) 

159-162 (dihydrochloride) 
14G-159 (dihydrochloride) 

190-195 (dihydrochloride] 

196-197 

184-186 (dihydrochloride) 
171-172 (maleate) 
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Table 9 



Ex. 



R3 



R5 



RIO 



R» 



MelUng point (<*C) 



116 



117 



118 



119 



120 



121 



122 



123 



124 
125 



126 
127 

128 
129 

130 
131 



2-MeO 



2-HeO 



2-MeO 



2-MeO 



2-MeO 



2-011 



2-MeO 



2-0II 



2-MeO 
2-MeO 



2-Aie() 
2-MeO 

2-MeO 
2-ai 

2-011 

2-MeO 



4-NH2 



4-NHCHO 



4-NIIAc 



-N02 



4-Dr 



4-Br 



4-ce 



4-NH2 
4-NH2 



4-flllAc 
4-ile() 

4-MeO 
4-NU2 

4-NilCHO 

4-Me 



5-HeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-ce 



5-ce 

5-Ci 



5-C£ 
5-MeO 

5-MeO 
5-MeO 

5-NO2 



-N 



-N 



-N 



-N 



-N 



-N 



-N 



Pr-i 

Pr-i 
Pi-i 



Pr-i 
Pi-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 

Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 

162 

Pr-i 



-N 



-N 



Pr-i 

Pr-i 



Tr-i 
H 



-N 



-N 



-N 



,Pr-i 

^Pr-i 
,Pr-i 

Pr-i 
Pr-i 

Pr-i 



93-102 (fumarale) 
199-201 

183-185 (hydrochloride) 
206-208 (hydrochloride) 
238-240 (hydrochloride) 
Iffi-187 (hydrochloride) 
213-214 (hydrochloride) 
157-158 (hydrochloride) 

213. 5-214. 0(inaleate) 
175-176.5 (dihydrochloride) 

230-232 (hydrochloride) 

232-ZT5 



184-185 

173-175 

209-213 (dihydrochloride) 
272-275 (dihydrochloride) 
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R2 



R3 



R5 



Rio 



R" 



Melting point ("C) 



2-McO 



2-MeO 



2-MeO 



2-MeO 



3-NO2 



3-N1I2 



3-NIICIIO 



3-NIIAc 



3-MeO 



3-MeO 



3-MeO 



3-MeO 



2-MeO 



2-MeO 



2-iaeO 



t-MeO 



4-iileO 



4-MeO 



4-MeO 



5-NO2 



5-NH2 



5-NilCIiO 



5-NIIAc 



4-MeO 



44leO 



4-MeO 



4-NOs 



4-NH2 



4-NIICHO 



4-NIIAc II 



4-NH2 



4-NHCHO 



4-NiiAc 



-N 



-N 



-N 



-N 



-N 



-N 



Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pi- 
Pr- 

Pr- 

Pi- 

Pi- 
Pr- 

Pr- 

Pr- 
Pr- 

Pr- 
Pr- 



-N 



-N 



Pr- 
Pr- 

Pr-i 
Pr-i 

Pr-i 
Pr-i 



-N 



-N 



Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 
Pr-i 

Pr-i 



1G9-1T4 (hydrochloride) 
207-209 (dihydrochloride) 

163-170 (hydrochforide) 
175-177 

156-158 (hydrochloride) 
223-224 (dihydrochloride) 
175 

185- 187 (hydrochloride) 
148-150 (hydrochloride) 
166-168' (dihydrochloride) 

235-236 (fumarate) 

186- 188 (hydrochloride) 

179-181 
211-214 

82-88 (dihydrochloride) 
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Table 11 




Ex. 1 


R' 


R2 


R3 


R" 


R5 


D 


Melting point CC) 


147 
148 

149 


3-MeO 
3-MeO 

2-MeO 


4-MeO 
4-KeO 

4-MeO 


H 

11 

5-UeO 


[| 
II 

1! 


II 
fl 

H 


/ — V /Me 

r~\ 
— N N-Me 
. \_/ 

Me /Me 


174-177 
200-202 

138.5-140 (maleate) 


150 
151 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-UeO 

5-MeO 


N 
H 


II 
II 


H \=/ ^Me 

-,1:0-* 


230-232 
116-118 


152 


2-MeO 


4-MeO 


5-MeO 


H 


H 


1 


powder 

(dihydrochioride) 


153 


2-OH 


4'UeO 


5-MeO 


H 


II 


Me 
>r-i 


120 (tiydrochloride) 
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Table 12 




R5 R,o 

N-(CH2)„-R" 



Ex. 



R2 



R3 



R5 



Rio 



Melting point (°C) 



155 
156 
157 
158 
159 
160 
161 
162 
163 
164 
165 



4.5 



-< 



4-OMe 



3-NO2 



3-NH2 



3-NHCIlO 



3-NHAc 



4-NO2 



4-NH2 



4-NHCHO 



4-NllAc 



2-Oil 



2-OH 



2-OMe 
5-OMe 
II 



4-MeO 



4-MeO 



5-NllCilO 



-N 



-n: 



-N 



-N 



-N 



-N 



-N 



-N 



-N 



Pi-i 

Pi-i 
Me 

Me 
Pr- 



Pr- 
Pr- 

Pr- 

Pi- 

Pr- 
Pi- 

Pr- 
Pi- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pi- 
Pr- 

Pr- 
Pr- 

Pr- 



192-195 (maleate) 



187-190 (tnhydrochloride) 
174-175 (hydrochloride) 



164-165 



201-202 



128-130 



175-179 (hydrochloride) 



189-194 (dihydrochloride) 



155-156 



175-177 



222-223 



Ofl 



* : -NA/N-Me 
H I 
Me 
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Ex. 



R2 



R3 



R5 



RIO 



R" 



Melting point ("C) 



166 



167 



168 



169 



170 



171 



172 



2-OH 



2-OH 



2-OH 



2-OH 



2-MeO 



2-MeO 



3-NO2 



-MeO 



4-MeO 



4-MeO 



4-MeO 



4-NOj 



4-NHCHO 



5-NHAc 



5-llkO 



5-MeO 



5-OH 



5-C£ 



Me 



-N 



-N 



-N 



-N 



-N 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 

Me 

Me 



198. 5-200. 5 (hydrochloride) 



87-90 



188-190 (maleate) 



189-191 (dihydrochloride) 



158-160 



222.0-22a0 



239. 5-240. 5 (hydrochloride) 
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Preparation Example 1 



Compound of Example 2 



20 g 



Lactose 



315 g 



Corn starch 



125 g 



Crystalline cellulose 



25 g 



The above-described ingredients were uniformly mixed, 
followed by the addition of 200 ml of a 7.5% aqueous hy- 
droxypropylcellulose solution. The resulting mixture was 
pulverized into granules through a screen of 0.5 mm in di- 
ameter by an extrusion granulator. Immediately after that, 
the resultant granules were rounded by a Marumerizer, fol- 
lowed by drying, whereby a granular agent was obtained. 
Preparation Example 2 

Compound of Example 24 20 g 

Lactose 100 g 

Corn starch 36 g 

Crystalline cellulose 30 g 

Carboxymethyl cellulose calcium 10 g 

Magnesium stearate 4 g 

The above-described ingredients were uniformly mixed. 
The resulting mixture was pressed into 200-mg tablets by a 
punch of 7.5 mm in diameter on a single punch tableting ma- 
chine . 

Preparation Example 3 
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Compound of Example 30 100 mg 

Sodium acetate 2 mg 

Acetic acid {for adjusting pH to 5.8) q.s. 

Distilled water q.s. 

Total 10 ml/vial 



According to the above formulation, an injection was 
prepared in a manner known per se in the art, 

CAPABILITY OF EXPLOITATION IN INDUSTRY 

The compound according to the present invention mark- 
edly enhances gastrointestinal motility, thereby bringing 
about an improvement in the digestive dysmotility and at 
the same time, exhibits high safety so that it is useful 
for the prevention and treatment of various digestive dys- 
motility. 
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CLAIMS 

1. An aminothiazole derivative represented by the 

following formula (I) : 



wherein r\ and are the same or different and each in- 
dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group, a mono- or di- (lower alkyl) amino group, a mono- or 
di- (lower alkyl) carbonylamino group, a formylamino group or 
a mono- or di- (lower alkyl) aminoalkylamino group, or and 

may be coupled together to form a methylenedioxy group; 
R* represents a hydrogen atom or a lower alkyl group; R^ 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; A represents a group represented by the following 
formula: 

R« 

\r^ 

wherein R* and R** are the same or different and each inde- 
pendently represents a hydrogen atom, a lower alkyl group, 
a lower alkoxy group, a hydroxy (lower alkyl) group, a car- 
boxy (lower alkyl) group, a lower alkoxycarbonyK lower al- 
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kyl) group, a lower alkoxyalkyl group, a mono- or di- (lower 
alkyl) aminoalkyl group, a phenylalkyl group which may be 
substituted with one or two lower alkoxy groups on the ben- 
zene ring, a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by a lower al- 
kyl group, or and R^, together with an adjacent nitrogen 
atom, form a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by an oxo group 
(0=) or 1 to 3 lower alkyl or hydroxy (lower alkyl) groups, 
or a group represented by the group represented by the fol- 
lowing formula: 



wherein and R' are the same or different and each inde- 
pendently represents an amino group, a mono- or di- (lower 
alkyl) amino group, a mercapto group or a lower alkylthio 
group, or R® and R' form, together with an adjacent carbon 
atom, a nitrogen-containing heterocyclic group; and B rep- 
resents an imino group which may be substituted by a lower 
alkyl group or an oxygen atom; and m stands for an integer 
of 0 to 4; B-(CH2)m-A may form a piperidinyl, branched al- 
kylamino or phenylamino group which may be substituted by a 
mono- or di- (lower alkyl) amino group, or a piperazinyl, 
piperidinylamino or piperidinylalkylamino group which may 
be substituted by a lower alkyl group, or a salt thereof. 




Z -^oj spuprjs HI puB .'dnoj5 lA^x© jaMoj p i^q p8:^nq.T:^sqns 
aq Aeiu qoiqM dnoj5 outut ue si^uasajdaj g ( (8A0qe psuxjap 
sfiuTuesBi aires aq:^ aAPq ^ puB ^ qoiqw ut) ^h(9H)N- sriuasaa 
-daj V .'dnojB \Ry[TQ jcawox ^ uior^p uaBoipq i5 'motjB uaBojp 
-Aq 15 s:^uasajdaj i&aoib \K'y[X^ jaMOj b jo uioq.© uafiojpAq 
e s:iuasaadaj .'dnoj5 ouTurcxA^ieoutuip aaMOx)-Tp jo 

-ououi B puB dnoj5 oujtuieiAuiJOj e 'dnojB ouTurexAuoqjco {xA5(XB 
jaMOX)-Tp JO ouom b 'dnojB outidb (xA5{x« jaMOX)-Tp jo -ououi 
p 'dnojfi ouTuiB ue 'dnojfi oj^ju e 'ino^B uafiox^q ^ Mnojfi 
AxoxAuoqjeoxA^iXB jsmox b 'dnojB Ax03(x^ jaMOx b 'dnojB 
XA5(XB jaMOx B 'dnoj5 AxojpAq e 'uiorjB uaBojpAq b 50 5ut:;sts 
-uoo dnojB aq:i uioaj pa:;oaxas ajB om:^ jaq:;o aq:i puB dnojB 
ouTurexAuiJOj jo oj^tu 'Axo5[xb jaMox e sijuasajdaj puB ^ 
*^ JO auo '(I) Bxnwjoj aq:i ut ujaaaqM 'x i^T^T^^ Bu-ppjoo 
-OB joajaq:; ^X^s jo aAXi^BATJap axozBTqt^outuie uv 

•dnoj5 ouTuiBX^^T^o^TuiB (xA^x^ jaM0x>-TP -^o 
-ouora B puB dnoj5 oujuibxAuijoj b 'dnojfi ouTmBxAuoqjBO(xA:(XG 
jaMOX)-TP -ouoin b 'dnoj6 outiitb (xAsfXB jaMox)-TP -ouom 
B 'dnojB OUTUIB UB 'dnojB oj:jtu b 'iho:ib uaBoxBq b 'dnojB 
AxoxAuoqjBOxA:(X« jawox b 'dnojB Axo^tx^ jawox b 'dnojB 
XA^X^ jaMOx B 'dnojfi AxojpAq b 'uioi^b uaBojpAq b jo 6ut:ists 
-uoo dnojfi aq:^ uiojj pai^oaxas ajB om^ jaq^o aq^ puB dnojB 
ouxmBxAmJoj jo. OJt^TU 'Axo^fx^ jaMOx b s:^uasajdaj ^ puB ^ 
'^H JO auo '(I) Bxnuuoj aq:j ut ujajaqM 'x utT^T^ o:^ BuTpjoo 
-DB joajaq:^ :^x«s JO aAT^BATjap axozBTq:joujmB uv 

- ^ZX - 

^n*03'uns3uisu*MAiAi//:d))q 
•pjq suo!;B3!Unaiiuo3 ung 3uisih Xq panddns uopBisu^JX 6T99£/960M 
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4. 

4. An aminothiazole derivative or salt thereof ac- 
cording to claim 1, wherein in the formula (1), one of r\ 

and represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from the group con- 
sisting of a hydrogen atom, a hydroxy group, a lower alkoxy 
group and a halogen atom; R* and R* each represents a hydro- 
gen atom; B represents an imino group which may be substi- 
tuted by a lower alkyl group; m stands for 2 to 4; and A 
represents -N(R^)R^ (in which R^ and R'' have the same mean- 
ings as defined above) . 

5. A medicament comprising as an effective ingredient 
an aminothiazole derivative (I) as claimed in any one of 
claims 1 to 4 or salt thereof, 

6. A medicament according to claim 5, which is a pre- 
ventive and therapeutic agent for digestive dysmotility. 

7. A medicament according to claim 5 or 6, which is a 
preventive and therapeutic agent for epigastric dyscomfort, 
nausea, vomiting, heart burn, anorexia, epigastric pain, 
abdominal flatulence/ chronic gastritis, reflux esophagitis 
and postgastrectomy syndrome. 

8. A pharmaceutical composition coit^rising an ami- 
nothiazole derivative (I) or salt thereof as claimed in any 
one of claims 1 to 4 and a pharmaceutically-acceptable car- 
rier. 



-Ap oTJC^seSide ajp At^Tii^ouisAp aAT:iS96Tp Aq pssn« sasna 
-STp uiajaqM '^x iaibio o-^ BuxpaoooB poq:}aut y 'ST 

o:j 1 STXIT9X0 JO auo 

Aue UT pamxBxo 9b joaaait:^ ^T«s jo (i) aAX^^ATjap axozieTq:;ou 
-xiup UP JO asop aAxc^oajja uv ':juax:^ad p o^ 'fiuTJcaz^sjuxtii 
-pe sasxjdtaoD ijoxqM 'A^xxT^o^sAp aAx:jsa5xp Aq pasn^n saspa 
-sxp 50 :juaiu:;Haj:i pun uoxr^uaAajd aq:; jloj poqr^aui v "^X 

-auiojpuAs Aiuo:;3aj:)5P5 
-:;sod pue sxrjxSeqdosa xnxjaa 'sx^xj:;sb5 OTUojqo 'aouaxn^^xj 
XBuxiHopqp 'u-ppd oxj:iS96Td® 'exxajouB 'uanq :;aeaq 'Buxt^xmoA 
'pasnpu 'q.jojuioosAp oxar^sefixda joj :vua5p oxr^nadpjaq:; pue 
aAx:^uaAaad p se zi xi uijpx^ fiuxpjooop asn 'EX 

•A:}xxx:joiusAp aAj^safixp joj q.ua6p ox:^nadpjaq:j 
puH aAxi^uaAajd p sp xi uixpxo o:; 5uxpaoDOP asn 'Zl 

•^uaui 

-poxpam p SP ^ o^ X sihxpx^ jo auo Aup ux pauixpxo sp joaaaq:; 
:;X^s JO (I) aAXtjPAXjap axozPxq:jouxmp up jo asn "IT 

*amojpuAs A\uo:^oaj:(SP54sod pup sx:;x5pqdosa 
xnxjaj 'sx:^tj:jsp6 oxuojqo 'aouaxn:jBX5 x^^T^opqp 'uxpd 
oxj^sp5xda 'pxxajoup 'ujnq :;jpaq 'Bux^xuioa 'pasnpu ':iJ05 
-isoosAp oxji^spBxda joj :jua6p ox:;nadpjaq:; pup aAX^uaAajd p 
sx qoxqM '6 -^o 9 uij^xo o:; 6uxpjooop uoj^xsodiuoD v '01 

-omsAp aAx:(sa5xp joj uox^xsoduioD oxi^nadejaq:; pup aAx^uaAajd 
p sx qoxqw 'g niT^XO o:; 5uxpjooop uox:;xsoduioo y '6 
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scomfort, nausea, vomiting, heart burn, anorexia, epigas- 
tric pain, abdominal flatulence, chronic gastritis, reflux 
esophagitis and postgastrectomy syndrome. 

16. A thiazole derivative represented by the follow- 
ing formula (II) : 




wherein and R^ are the same or different and each in- 

dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group/ a mono- or di- (lower alkyl) amino group, a mono- or 
di- (lower alkyl) carbonylamino group, a formylamino group or 
a mono- or di- (lower alkyl) aminoa Iky 1 amino group, or R^ and 
R^ may .be coupled together to form a methylenedioxy group; 
R* represents a hydrogen atom or a lower alkyl group; 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; D represents a hydroxy group or a lower alkoxy 
group, or salt thereof. 
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(57) Abstract 

An aminothiazole derivative represemed by general formula (I), wherein R', R2 and R3 represent each 
hydrogen, hydroxy, lower alkyl. lower alkoxy, etc.; R^ represents hydrogen or lower alkyl; R5 represents hydrogen, 
halogeno or lower alkyl; m is an integer of from 0 to 4; A represents substituted amino, substituted imino, a heierocycte, 
etc; and B: represents imino or oxygen. Because of having a potent effect of promoting the movements of the digestive 
tracts and a high safety, the compound is useful as an excellent drug for ameliorating the movements of the digestive 
tracts. * 
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AL 7A^/<:=iT DE 

AM rA^:^=^r DK 

AT :5^MIT EE 

AU :t-7.hyVT ES 

AZ T-t/w/^^i^irV FI 

BA d?;^^T -^ypy^sflf-f FR 

BE Ayu/<K^ GA 

B E -<A^^- G B 

BF yA^^-t-yr^ GE 

BG ^A^ifVr GN 

BJ -i-^^' GR 

BR -fyi^A- HU 

BY -^7^;-^^ IE 

CA iJ^^ IL 

CF «P^T7y**fijg IS 

CG 3:^=^ IT 

CH jp 

CI h • i^sHT-A KE 

CM iJi^f^-y KG 

CN KP 

CU =^=«.-/< KR 

CZ KZ 
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MX 
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m im m 
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R2 



.!>5'S^N-^^ (I) 



R4 



^> -hog, T^ys, *^tL<{i^-«T;i.+;i.T$yS, ^yfeL< 

iti^-imTJi^ji:^jirii^jiT i^m. t^Ji^ i JUT umxii^ y t u < i*-^ 

/R6 

— c 

M.mm^t-'^{zfir>x-t^'jm (0=) . \--zm(D{mT)i^)b^^Li[t 

/R8 

— N=< 

\R9 
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$e>(l*^c. :^mm<t^<^ (I) ©Sii«t»rai*:tLTWm4'TE-^xt (I) 



^ Bfl ^ ^lif © ft ^ ©ff^M 



t^o ) ) 
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^^im. 1 -y^;l/7*^;l/S, 2~^f^;l-7>;i.S, ^7^>^ybS, t e r t 
1, 2-i^>f-;i/7"o t^:t^>5^;u«, 1 -i5^;U7-D 

x5^;i.7'5^;i.S. 1. \ -i^/^;i.y'i^jim. I, 2 - / ^ Jiyr:j^ji^^ i, 
3--:^yf^;i.7*f-;i.s. 2, 2 -i^ ;ti-j\,y'^jim^ 2, Z -i^ ^=j-)izr=f-)im. 
3, 3--:?yf-;t.7'f-;l.S, 1 -y^^^'b- 1 -xf-;b7'n f;l/S. 1 -xf•;^- 
2 - ;f 5^;l.yn hVUS, 1. 1. 2-h'jy^;u:/Dh-;i.s. i. 2. 2 - h «j 

S> xh + ^/g, :/D^>>/S, i/^u7^o;}f^i/S, ^,7 7'n;Jf+i/S, 7' |. 
^t^m. ^77*h^'>^. s e c-7>4-'>S. t e r t -7*h^ix«. i/^a 

y^y^jit^iym. t e T t-^y^jit^'>m. 1. 2- i;^ /^jiyn:i-: 

t^:t^>f-;l/:*-^i/Ss 1 -x^7U7'c7;}?+i>g^ i/ i7 a^yf-ji:t^ 
i^m. ^^i/J\yt^iym. I - }(^JlO^JUt^->m. 2-y^;i/^>5^;b:t- 
+ i>S> 3 ^7^4^^;U:f4^i/S, l-j,^;^-^-,. 

2 -x5^;L 7*h + ->^. 1. i - ^ ^ jiy \. ^ 2 - ^ 

A-7'h + :/S. 1. 3-'J/^Jl-yh^'>m. 2. 2-i^/^Jiyh^'>m. 2. 
Z-i^/^Jly'h^iym. 3. 3-i;^yf-;i.7'h4-i/^, 1 - ^ 5^;u- 1 -x^- 
;U:/n;K+->^, 1 -x^;i,-2-y5^;l,7'n,-H+i/S, 1. 1, 2 - h 'J y f- 
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^:^HJ{:ji•t^T. r.NDy>ii:fj tii^ y^mm^. ^mm^. mw.j-x 
mmm 2-7 omm. ^^^xitm^or ji^;vti;i:n^)\,t^i/m'^Mw-rio 

>'l'£. 2 - h Ka + ^x5^;U^, 1 - t + hVl/g, 2-hKa4^i>y 
Df;l/$, 3-h Kn + i/yotVUS. 1 -t Kn + S/-2-y^;l,x^;i.£, 
1 - h Kn + :/i/:?n:/nh*;US. 2 - h Kn4^i/i/>7 n^n tVUg, 1-hK 
n + i/:7'5^;m, 2 - h Knct^i/y5^;l,g^ 3 - t Kn + ^r^;l/S. 4-tK 
n + ->7'^;l'S. 2-t Kn4-i/-2-y5^;i.yDtVl/S. l-hKD + i/-2. 
2 -i^y^Axf^^US, l-tKo^ri/-l, 2 -v^y^^Axf^;!,^, 1-hK 
a^i^^y=f-)im. 2 - h Ko4-i/^>5^7bg, 3 - t Ka + ->^>5^;l.S, 4 
- t KD + ->^>^;bS^ 5 - h Kn^->^>5^;|,g, 2-hKD^->-2-y 
5";U7'f-;l/$. 3 - t Ko + ->- 2 - y 5";l.7*^;L'^. 4 - t Kn4^i/- 2 - y 
^;i^7'f-;US. 2 - h Kn4^:/- 3 - y f-;b7'f-;i,g^ 3-tKn + ^-3-y 
5"A7'f-;[/S. 4 - h Ka^^v'- 3 -y f^yUy^^US, 2 - t Ko4-i>- 4 - y 
5^A-7>;U^. 3 - h Ko + i/- 4 - y 4 - t K a 4- - 4 - y 
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JVM. 3 - h Kn4^i>ix:? □Aj>5^;L,g^ 1 - t K □ + ^^4^ 2-hK 
^^•y^^i^Jim^ 3 - h Kn + i/^4-^;L.g^ 4 - t Ko4^S>^^i/;l,g^ 5 
- t KD + i/-s+,>';i.S, 6- t KD + i/^4^^;i,g^ 2-b Kn4^i/-2-^ 
5^;i/^>5^;l,S, 2-t Ko4^i/-3-y5^;i.-:>f^;US^ 2-tFxj^i/-.4 

-2-^f^;l.-^>f-;l.$, 3-h KD4-i/-3-yf-;UA:>5.;i,g^ 3-tKn 
+ :/-4-y^;l.-<>5^;^S. 3-hKo + i/-5-y5^;UA:>^;U^^ 4 _ t 

-h KD + i/-4-y5^;^^:^5.;^g^ 4 - t Kn + i/- 5 ;b^>5-;bS, 
5-h Kn + ->-2-y5^;U-:>^;l.S^ 5 - t Kn + i/- 3 - ^;i,-<>5^;l.' 
5-t KD + i/-4-y5^;l.-<>5-;l,£, 5 - h Fn + i/- 5 - y 

3-h KD + i/i/:?D^+i/;bg, 4_t Ko + i/>/^'p^+.>;uSS|;5<^,^^ 

t er t-yf-;i.T$y2|, i^i^ n:rf^;UT $ y -<>f-;UT^y£, 1 _y 
f->'U:r5^;UT^ ys. 2 - y 5^;b7'5^;i.T ^ y 7^ >f-;i.T $ y 
t e r t -'^>^;i.T^ yg, 1, /^)lfu\^)iT ^-.it^y^f- 

JIT urn. 1 -x5^;^yoh';^T$yS. n^>f-;i,T ^ y 

T$ys. 1 -yf-;i/^>f-;bT$ys, 2 - y f-;i.^>5^;t,T ^ y 3-y 

'f-f\^^y^)VTljm. ^'J^^iyjlTUm. l -x5-;l,7'f-;by ~ y«, 2 
-xf-;L7'^AT^yS^ 1. \ - i> ^ ^ )IT i J 1, 2-^y5-;U 
7>;L T^yg, 1. /^Jly'i-)iT i 2, 2 -i;y5^;[.:/5^;UT 

2. 3-s^y^;b7>;UT$ys, 3. 3 - i^y 5^;u7'5^;i,t ^ y 

1 -y^;L- 1 -JLi-}l-:fn]d)lTljm. 1 -x5^;l,-2-y^;i,7-ot*;l.T 
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^Dy5^;l.:^;l,,tC-;bT = y^, ^ >5";l';^7 ^b:}^ jl;1.7 ^ y 

yo t*>'l/:<7;i/;K-;t.T 5 y$, 4^:i-^>f-;b*;l.;Kj::;UT ? y 1 _xf-7uy 
nf;[/^;L':K-;UT^yS, i^^' D<>5^;u:^7;i/:}f- /uy 5 y -\+>;u;t7;i. 
'■K^;i/T$ys. \ - /f-)\.Kyi-)it,)i-if.-)iT 2 - y 5^;i.^>^;b 

:^7;b;tC-;i/T ^ y 3 - y 5";l/'^>f-;l.;^;|..-}{jr.;UT ^ y 7^+ i/^l;?!? 

A:jf^;t.T $ y 1 -i5^;U7*5^;U;<7;i/.i?r.;UT ^ y£, 2 -x5-;l,:rf-;|,:;!7 
A .-}t j:L;bT 5 y^^ 1, 1 - y 5";i,y^;i,^;u.-}-:ji/l,T ^ y 1, 2 - 'J / 

2. 2--:^y5^A-7'5^;i.:<7;u>it-;uT$ yg^ 2, 3 - y 5^;i.7'f^;i* 
ATjyg^ 3, Z -i^ /i-)iy^)iti Jlrf.z^jiT IJ^^ 1 - y f-;l/- 1 -a. 
5^Ayo t'A;^7A^--;t.T = yS, 1 -x^;b- 2 - y5^;U7°n \^ Jlti )l:f^:::.)l 
Tijm. 1. 1, 2 - h U y ^;b7*o h';U^;t/;Jt-;UT ^ y 1, 2, 2- 
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J y'^ 'J jiy< V u JIT i^m. 7 >j jw< u u jit i j mmt<m^coti 
mmrjia^iyTJu^jimi tbxii. c^-sTJio^iy-c^.^TJi^jim 

^mifihtl. m:Lit/ h^'>/^jum. :i:.h^iy/^Jim. fvt'^iy^^ji^^ 
-^yy^^'^i^/^jim. y'V^iy/^Jim. -ivrh^-^/^jim. sec- 
y'h^'y/^jim. tert-y'h^iy/^jum. > ^7 a-ya^f.^i/ y ^ ji^^ 
^y^)iir^i^:^^)i^^ -('j^yf-jlit^i^/^jim. ^^iyjiit^i^/^)i 

•>ji:t-^iy/^jim. / h^iyzL^jim. :i.h^'>jL^jim. fn:r'^-ys.i-ji 

m. -< yfn^.:3i^i/jL^ji^^ y'h ^i^:i.^jum. -^yy'h^i^ju^jim. 

s e c-y'h^'yjL^j\.m. t e r t -7*h + i/x5^;l.X, -^i? D:/n;K+i/i 

f-Jim. ^y^Jit^yjL^jvm. '<'J^>^Jit^i/:L=}^jim. 
t'^-yy^x^fjim. yf^t'^i/zfxjt'ji^m. y h^i/yut'jim. -^yyv 

^•yyat'Jim. s e c-y'V^-yyat-Jim. t e r t-yh^iyyr,t'Jim. 

yntvus, ^^'>j\^t^i/yat'jim. -^'j^^iyji^t^iyyah'jum. 

Jim. xh4^i/y^;bS, yot'^i/y^jim. -^yy^t'^-yy'^jim. y'h 
^iyy'^ Jim. ^jy'h^iyy'^ Jim. s e c -y' h^i^y'^Jim. tert- 

y'h^'yy^jim. -y^^rat'^i/y^ji^^ ^y^Jit^iyy^jim. ^fv 

^y^Jlt^iyy'^jim. ^^iyJlt^>y^Jim. -i'J^^yjlt^iyy'f-Ji 
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s e c-7'h + i/;^A:JC-;M5^;bS. t e r t -y h + i/;!?;!.,^?- 

f^-'l'Ss s e c -y h + i/:?7;U.+Cx7i.x^;uS, t e r t -7' 

X5^;1,S, S/:?n7"n;^-^i/;«7;l,.i?x;l.x5^;t.g, ^>5^;l/:f^^;!7;l.;Jfx;|.x 

f'^l'S. V^>f•;^:^-4=■•>:^7;^^■^;^x5^;^S. ^+i/;l/:t+i/;!7;i.;i^-7l.x 

-;l/X^;t,S, i/^'D^+i/A:t+->:^7;l.;}?:^;l.xf-;US, ^ h4^S/7!7;i..1-'x;l, 

V^i/tr Jl:ii:=.jiya t'Jim. s e c - 7' h + •> ^Jt' x ;u 7* n h'^US, 
t e r t -y'h^iytJl:f:-Jiyah'Jim. i^:? D7°o;}x>i/^;u:j{x;l,7-D b* 

otVUg, ^+i>;L^+i/:^;l..t'-;t.7'D f;i/S. 'T 7^+ •> i/;!? ;t..-t;x 

y'h^iytiJl:f^-Jlzr^Jim. ^77*h4^->:^;l.:i?x;i.7'f-;l.S, sec-y^h 
^•>tiJl:f^-Ayi-;im. t e r t -7* h + i/:<7;U.i^"-;P7'5^;l.S, ;/^a:rD 
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Jim. /^ATi^ji^Jim. /^JlTijrut'Jm. /^JlTi^y^Jl^m. 

s e c-7>;UT$7xf^7l,S, t e r t -^f^^by $ y y tert- 

Tij/^)i^^ i^'r7:/uhVi.T^yxf-;i.s, i^^7:/Dh';bT$y7'Dh- 
^^Jim. /^A-yjJt'Jl^Tiyyrat'Jim. ^ ^ J^^^xd t'JVT i J y'^ A-^^ 
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x^;l.7*5^;t,T$y y^;l.$, Jly'^ JlT i ^ a.f- JL^Jiy 

y^^JlT Xjy'i-)im^ i^iy^nyn\dJlT i y /i-jim. i^-^!? ay at' jit 
^yxf-ybg, 9i/^ayat'JlT i jynt*Jim. i^i/ ^ aya t'Jl^T i y y 
f-^l/S. ^^^l'->i'nyotVi,T^y y^;i.^, y ^^l/^/^ o^o tVUT $ y x 

y^JVm. ^^^liy^nynt'JVTi J /^Jim. x5^;l,^^nynt:';l.T> y 
JLi-jl^^ JL'J'Ji'y^ayat'JlTijyat'Jim. x5^;l.i/:7 n^n tVl^y $ 

y7>;i.£. i^^nyotvi/yDtvi^T^y y^^;!.^, i/i^ayxjt'Jiyut'Ji. 
ntVbT^ yy^^uS, iy^ayah'JU-fyyxjt'jiT i J y^jim. -y^ny 

n tVU^r vyo hVI/T ^ y x^;ug, i/^? o^n fJl^ yya h'JlT ijyah' 

Jim. -yiJayah'ji^ yynh'jiT i yy^jim. -yi^ ayu fjiyi^jir i' 
yyat'jim. -y^pcyat-jiy^jiTuy^jim. '>i7a^yf-;i/^ji,r 
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- C a-sTyi^4^;i.T ^ y - C i.sT;u+;i.t ^ y ^TS^^tf ^>:n. m^itM^JlT i 
yyf-^bTWS, yf^^UT$yi5-;UT> yg, ^ ^;l.T ^ y ^ n hVUT $ y 

JIT urn. xf-;UT^yyntVl.T ^^,^y . ^ , ^ 

:/nhVi,T^yy5^;UT^y£. :/ot:-;bT$yxf;UT$y$. :/d e;i.T / 

T^yS. 'r7:/Df;i.T^y7>;UT$yg, , ^ , ^ 

^ yx5^;L^T^yS^ s e c - 7*5^;l,T ^ y y 5^;ut ^ y s e c-7'f-;bT 
^ yxi-;i,T^ y^, t er t-yf-ATiyyf^^L'T^y^. tert-7'^ 
;UT$yxf-;i,Tiys^ i^y^^^T> yyf^;UT$y£. i^y 5^7Ut ^ y 
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T$yS. i^^y^^otVLT^ yx5^;^T$yS. i^^VT-DtVbT^ yT-Df 

i?^77>;UT^ y y^;UT^ yg, 7 7'f-;i.T ^ y 7>;ut $ y y^^ 
;bx^;[.T$yy5-;i.T^ ys. ^5^^i'X5^;i.T ^ y 7>;uy ^ y yf-;i.7- 
nfAT^yyf^^UT^ y^, /5^>'1^:?-d hvur Wxf-yur ^ y II, y^^^uy 
ntVUT^ y:/DhVt.T^yS, ^f-^l'^n hvuy ^ y 7'^;1,T ^ y y 
^ vyo hVUT ^ y y f^;[.T ^ y y 5-;!.^ 7:/o t';i.T ^ y xf-;UT ^ y 
y 5^;t.^ V T-D t•;^T ^ y ztu hVUT ^ y y v^d lvpt > y 7>;i. 

7^yS. x5=-;l.Y77'pf;UT^y7'nt:-;bT$ yg, x5^;H"yyo tVUT 

^y:/5^;UT$ yS, xf^ :rn tvi^y ^ y y^;bT $ yg, x5^;i.yu tVbr 
$yx^;|.T^yS. x5^;l.rohVl.T$y7-ohVI.T^yS, x^^brn hVU 

yxf^;i,T^y^^ ^f-^i^7>;UTiyyoh-;UT y 5^;U7*^;i.T ^ y 

zr^)V7ij^^ jL^jizr^jUTiy /^jUTum. j^^Ji^zf^jvr i y jl^ 
J\^Tiym. x^;[,y5^;pT$y7'oh-;UT$yil. ^J^'^Ji^^^jiTiyy^ji 
Ti^m. y^t'Ji^i-j[.Tiy yf-jiTijm. :/D t•;^7'5^;^T^ yx^;i,. 
rum. f^t'Jiy'^ji.Tijyut'jVTum. 7-oe;i.7'^;i.T^y7'f- 
;UT = yS, ^7 7-ntvu7'5^;i.T^y yf-;U7^yS. ^7rnf;uy^;UT 
^ yx5^;i.T^ y^^ 'i'7:/Df;i.7'5^;i.T W7'Dh-;i/T^ ys, ^yyof 
^bT/f^^bT^ y7*^;LT$yx. ':^'>i;rj:/at'JVTiyyf-j\,Tijm. i^iy 
i^ara t'Jl^T i J xf^;t.T > y n.^n hVl^y ^ y y o tVUy ^ y %^ 

iym. y=^A->^a-fat'JlT i y OL^JIT i JM. y 5^ A ^ □ 7-0 b'^UT 
^ y 7"o t'JlT i^m. /^Jliy^vfu t'Jl'T iyy^JlT i ym. xf-;uy 
^07-0 tvUT $ y y 5^AT ^ y x5^;u->^ 07-0 fAT ^ y jl^jit I y 
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-?>5^;1,X5^;UT i y :/^;UT ^ y ->i^o^>^;uyn f.UT ^ y y f^,t,T 
$yS. '>^n-^>5^;urnhVbT$yx5^;UT^ yS. o-^>5^;^7•c f 
^UT ^ y 7-0 h-;l.T ^ y n^>5^;u^ ^jf^ tVbT $ y y 5^;t,T $ y 

^UT $ y h'AT $ y ^A;>5.;^^ .^^n tvi^T $ y 7>;i.t ^ y 

i/i?n^>5^;L7-5^;Uy ? y yf^;UT ^ n , ^ ' 

^t^T^yg, i/>o-:>^;^:r5^;^y.y^^tv^y^y^, i^^o^>f-;^.y 
5">'i'T$y7'f-;i/T$yS, ^^°^+^>'t^;<5^;t/T ^ y y 5^;l,t ^ yg^ 

n^4^i/A.yf-AT^ yx^;UT$yS^ f-;bT-$ y 7-0 hVU 

T^yS. >'^o^4=-i/;Uy^;l,T$y7'f-;UT$y||. o^+i.,b:nf-;p 

T^yyf-ATiyS, i^:^' n/\:^--/;bx5^;i.T $ y xf^;i/T ^ y i/^o-x 
+ i/;Uxf-;LT ^ y f^l^T $ y i/^ o-s:^^i/;bx5^;L,T ^ y 7'5^;[.T ^ 

T$ yxf-;bT^ yg, ^^D^4^>'A:/Dh';uT$y7-Dh-;bT$yi. i/^ 

$yx^;LT$yS, '>^a^'^iy)l^ yfa\^)lT i jyx3\:^)lT I v 
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2-7x-;i/ynh*;i/S, 3 -7x-yi.:/oh-;iX, l-Z^^U-I-^x 
-AX5^;US, 1 -x5^;|.-2-7x-;l/X5^;US. 1 - 7 x-;!.^^^;!.^, 2 
-7x^;Uy5^;l,S. 3-7x-;P7'f-;US. 4 - 7 xx;l,7'^;l,g^ 1 
^/L'T'D tVUS, 1 1 -7xx;l.7'Dt:-;t.S, l-y^;l.-2-7x 

-^bynhVUS, 1 3-7x-;U7-ntVl.^, 2-yf-;b-l-7x 

->'l/7'n hVbS. 2-^f-;b-2-7x-;uyohVl.S, 2-y^yl.-3-7x 
-;b7-DtVUS. 1. 1 -^y5^yb-2-7xx;bx^;t,^^;:,^^(f^^^^ 

7'f-;Uf-:tS. ^ V ^ ^ , g e c - 7*^ ;t.^ 

t e r t -7'5^;U^;j-S, •> o7>;U^:J-S. l->f-;!.7' 

1 -X5^;l/7*1^;l/f-:t«. 2 -xf^7l/7'f-;l/5":i-S, 1, 1 - y ^ ;t/ 
7'f-;Lf-:i-i|. 1. 2-^^5^;i.7'^;U^:tS. 1, Z - >^ ^ Jly'^ Jl^^m. 

2. 2-':^y^;b7*f-;i.5^:i-s. 2, 3, 

f">'l7'f-A5^:t$. 1 - ^f->'b- 1 -X5^;I.7°D t'A-5^:f^, i-x^;l-2- 
^5^A7-n tVU^^Ss 1, 1. 2- h 'j yf^^uynhVl/^rtH. 1. 2, 2- * 
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h'JT7''J;b$, xh^yj^m. :i-+lf'/>J;i,S. f-T-/iJ;bS. -TV 
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MT;U4-;bST$.0 : A7:>^-N(R«)R^ (R« SO'R^ lifltjl£ tlH I;) T*> 0 : B 

^•iC^yi. (I) tcfci^TR' . R^ 3^0'R' -hK ^oyo%\mm%. 

t Kn + ->^, MT;ln + >'SX(i^NDy>li^-e$>(9 ; R* S?>'R' tJj^tK^ 
-'4©tl[T*>0 ; Aj&^-N(R'')R' (R« ^D'R' lilusfitl^l;) T«>-5fl:'^!^^^# 

^:^BJfl:^'^ (I) Si:>mfb^^©^jg4'rBli*: (I) ls^i£(;?^oTf^'x©^ 

^ii^^f9it75<T#^o ^^Bjrb-^!^ (I) sam^!|^©igii4'Hi* (i) © 

vH'>if^, ?Li?is. 'J>:3-®f^. ^x>^ta, m 

%umut^ ( i) somfi:^'^©igit'=f'K» cd a^im^m 
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^&Rtytti<hizmr^mm=^m^x^:^m<t^^^mjk'riztf}<x^io 




«^^L> R" . , R* , R^ . R= , A, B. D. mimi^tmUM^TF 
-To ) 
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XgA 1 

^M^Wi^. 7k®ri:* 'J '!7A. 7Kif<b-f h U 'i^A, TKiffb 'J 5"'^ A^cDT;t/:^ »j 

1ST. *>^tMiii26©^^i?ST-e. T-th-hU-'k N. N- i-j\,t.jii.T 
i H\ •:<?yf->'U;^;i/5^ + i/K^0i^yn h^-sstt^iSE, i^fk^f^^UV, ^au 

y^y. •Jir^^ymoj^-v'JiJhjgm. h Jia^ymo^y-ifyj^^m^. S£C 

nffc. 5^T7'-;i/^^i* (I) y.\ti^mmit^% (i) or - . . © 

^/c. f-T7'-;i.^^f4: (E) Xli^^H^fb-^ti (I) ©R' . R^ , R^ © 
^^Tn75^7&<t KD + i>s-e$.§«-&(rii. it^^ (1) (r*^l^Tt Ko4-^s^ 
^lr^it^^ (1) ^^ffl-it-r, T )i^^ym^'nir^it^ifS& (di) ^^mt^ 

^'a>(is 5^Ty-;i/^#i*: (I) X(i:^l6BJfb-^tl (I) ©R' . R^ . R»- 

- 1 9 - 
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XgA2 

ISAlTi#^^l/-^T7-;l.^#ft: (I) (V) ^^iS^lt^ct 

5^TV-;Hf#ft (I) CDD7^)^'t KD:i^i/2|©^^^ ^^(1 J: p - ^ h n 7 
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(I) 



^1"o ) 

X^B 1 
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XgB 2 

xmB ivni^tlfzit^!^ (VI) t^t^^ (1) ^SES$lt^ct(iJ:*)^:|| 

m<t^m (I) -«.^< c t;&^T#6o sctii. xgA 1 tmmzbxn';>o 

*/c. ^7V-)immW^ (I) Xti^Hm^i^ (I) ©R' > R^ . R' CD 

^n-t^it^^ (I) T^b^+i^s^^f'Srh^'^ (1) ^^ffl-r-s 

^t>{l. T*/-;l/^#(^: (I) Xli^:||HJ{t:^i^ (I) ©R' . R^ . R' 
±ifiTf#^n/-R' . R^^ R3 ©(^^rnT^Nj^^t Kn^-i/^T^.S^rl^BJfk'^tl 

$<iCS/c. f-T-/-;l,g|«i* (I) X(i:$:^0Jft:^!^ (I) OR' . R^ . 
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5";H?;l/o-X7:5' t Ko^^-^yo hVl/ y f- ;Hr ;L' n - 7: T -tr x - 

^^mf^{z ^<omfl^-h\ ii^. MPiS:-^©«^{r(io. 1-200 Omg/B. 
$fS L< (i 1 - 3 0 Oing/Q©S:^^iiTi B 1 ~ 3 IiC:^ltTg^-r <5o 
(imtiili/LitM) 

x^— 9-- (F-121S; X^-yx^:^;Hg) ^ff 1^9^i:a« Lfc (Itoh Z. et 
aL.Am. J. Dig. Dis. 22, 117'-124. 1977) o (30g/kg. Gaines meal : 

mfmmwz^ss if ^ nx^zs t ik^s^ t o t ^ n § ^ii^ir y □ 5 
A (DssFFT. V. 21 ; B^CTfems) mmi^^^niHiLfzo ^mm 
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Hifi^J 3 ©fb-^fe) 


5 




HJfe^ll 6 ©fk-^^ 


5 


284 S 


^JI^J 9 (D<t^<^ 


5 


316 7 




1 






i 


910 7 












000. U 




5 


299. 0 




5 


420.9 






157.1 






213.3 


HiSiJllllSCDft'g-!^ 




342.9 






437.4 






257.0 


II^S0yi620{t'^i^ 




265.7 
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2- [N- (3, h + ^-<>7V;U) TiJ} - 4- (i h 4^ i/;!? 

- 1, z-^ry'-ji 

2-Ti J - 4-JLh^i/tJl:n::.Jl- I, S-^T'/-Jl2l. 3 g^ig/k 
Jf'^uy \ 0 OmUzmmU 3, Jl^xj^) }^-2 4. 8 g. 

h •Jxf^;l.T^ >2 5. 3gSO'4-^y5^;UT^y h''ji^>0. 1 5 g^in^, 

3 0.3 g^f#/Co IK^7 3%o 
•H-NMR(CDC^3)<5 :L39(3H.t). 3.95(3H.s). 3.97(3H.s), 4.39(2H.q). 
6.95(lH.d). 7.46~7.51(2H.ni), 7.88(lH.s). 9.91(IH.brs) 
##^J2 

2-[N-(2. 4. 5 - h 'J y h + i/<>-/.r;l/) T ^ y] - 4 - (X h + 
3, 4-i^y h4^i/A:>w;i'i?Dy F©ftt»0(i2. 4, 
IR(KBr)cin-' : 3299. 3127. 1728, 1665 

'H-NMR(CDCi3)<5 : 1.42(3H.t). 3.92(3H.s). 3.97(3H.s). 4.09(3H.s). 
4.43(2H.q). 6.58aH,s). 7.77(lH.s). 7.85(lH.s). 11. 13(1H. brs) 
#%M3 

2- [N- (2. 4, 5 - h ij ^ h + i/A:> 7'>r;u) T ^ y ] - 4 - (t Ko 

#%0d2Ti#/c2- [N- (2. 4, 5- h'jy h + i/^>y>r>'l/) y] 
-4- (xh + i/:^;l,.if^;i.) - i, 3-^T7'-;H 5g^y^7-;n o 0 

9 . 2 g ^mzo IR^ 6 6 %o 
MSCFAB. m/z) : 399(MH*) 
IR(KBr)cm-' : 1719. 1655 
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'H-NMR(DMS0-de)5 :3.78(3H.s). 3.92(3H.s). 4.03(3H.s). 6.85(lH.s). 
7.43(lH.s), S.OOClH.s). 9. 00(1H. brs). lL52(lH.brs) ' 

2- [N-^5^;U-N- (3. 4 - / h^'>^yV>( Jl) r i J ] - 4 - 

MSCEI.m/z) : 350 (M*) 
rR(KBr)cr' : 1719. 1655 

'H-NMR(DMSO-d.)<y :1.41(3H.t). 3.80(3H.s). 3.92(3H.s). 3.95(3H.s). 
4.41(2H.q). 6.93~6.96(lH.m). 7. 15-7. 21(2H. m). 7. 90(1H. s) 

mmm 5 

2- (N-yf-;l.T^y) - 4- [ (2-^y^;^T$yx5^;^) T$y*;i, 
.-K-^U] - 1, 3 -^T'/-Jl 

2- (N->ff-;UT$y) - 4- (x ^ + i/;57;^:^^•-;^) -1, 3-f-7y_ 
n^2. 5gm N-i^y^;l,x^b>i^y^ >3. 5g(l^gPU 1 0 0 'CT 

IXLTSEft^i^l. 6 8 g^f#yco JR^5 1. 5% 
MSCEI.m/z) : 228(ftr) 

IR(KBr)cm-' : 3395, 3198. 3104. 2824. 1657 

'H-NMR(CDCi3)5 :2.27(6H.s). 2.50(2H.t). 2. 97(3H. d). 3.49(2H.in). 
5.37(lH.br). 7.30(lH.s). 7.46(lH.br) 

2-[N-(4. 5-i^yS + i/-2-t Yn^iyKy^/^ji,) y] _4 
- (X h:^^i/:?7;U-}?-;l/) -1, -imm 

##0tJ2T?#/;2- [N- (2. 4. 5-h'j/h + i//^>«/^;L.) T^y] 
-4- (xh + :/:^;t;|t-;b) 3-f-T7'-;U8. 2 g f 'J > 

17. 5g. f'ji^>3. 9 3g3^a'N. N-'J^i^Jlt^jli^T^^ VI 5 OmS^ 
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MS(EI.m/z) : 413(M*) 

IR(KBr)cni-' : 3135. 1715. 1709. 1644 

'H-NMR(DMS0-ds)5 : l.SKSH.t). 1.91(3H.s). 3.78(3H.s). 3.83(3H.s). 
4.30(2H.q). 6.61(lH.s). 7.64(lH.s). S.lKlH.s). 11.5(lH.brs). 
12.4(1H, brs) 

mmmi 

2 - [N-y5^;l/-N- (3, 4 h + ->^>7V;l/) y] - 4 - 

#^«»J 4 2 - [N-Zi'Jl-N- (3. 4 - i? / Jl) T 

i - A- (x.h^iytiJlt^-Jl) - I, 3-i-TV-Jl8. 4 1gtN. N 

>m^tb. mB<t^^tLtCo 1R^8 2%o 
MS(EI.(n/z) : 392(M*) 
IR(KBr)cin-' : 3380. 1649 

■H-NMRCDMSG-de) 6 : 2. 84(6H. s). 3. 21-3. 35(2H. m). 3. 60-3. 66(2H. m). 
3.70(3H.s). 3.82(3H.s). 3.84(3H.s). 6.01(2H.s). 7.09(lH.d). 
7.25-7.28C2H.II1). 7.93(lH.s). 8.56(lH.t). 8. 60-10. 00(1H. br). 
13. 00-14. OOCIH. br) 
(HitftB) 

##^J 5 T:1#/c 2 - (N- )if-JlT i J) - 4- [ ( 2 - y f-;UT ^ y xf^ 
Jl) TlJt;Jl:ii^ji:\ - I, 3-5^yy-;H. 68gt3. 4-i^/h^'> 
7x-;L-$.S§ie©p-- hn7x-;Lx::?.x;i-2. 2 3g^l 4 OrTeBfrsI 
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lerk^'^o^'j-Ai-xe 7 smg^mz. ^^i^ttfz'it^mmmi tmm-^i.^ 

ymmtb^ m^it-^i^tLfzo 

mmm2 

2- [N- (3. h^iyO^/^ji) T^y] - 4- [(2-T$y 

#%«»ilTf#/c2- [N- (3. 4-i;/ h + i/OvVA) T^y] -4- 
+ - 1, 3 -5^T'/-;m g tx^ u >i;T $ > i 4 . 3 

MS(FAB.m/z) : 35](Mr) 

IR(KBr)cni-' : 3400. 3381. 1653. 1650 

'H-NMR(DMSO-ds)d :2.99(2H.in). 3. 56(2H. m). 3.86(3H.s). 3.87(3H.s). 
7.11(lH.d). 7.73~7.80(2H.in). 8.14(3H.br). 8.23(lH.t). 12. 68(1H. br). 
13. 00~14. OOClH. br) 

mm 1 ~ 5 Tmntz<t^^:^M:^mm u mmm i Rz^2cr)y5mizmm u 

2- CN- (3. 4-i;y h + T^y] - 4- [ (2-i^y^ 

MS(FAB.m/z) : 379(MH*) 
IR(KBr)cin-' : 3359. 1650. 1551 

•H-NMR(DMS0-de)(5 :2.83(6H.s). 3.24(2H.t). 3.64(2H.q). 3.86(3H.s). 
3.87(3H.s). 6.03(2H.s). 7.12(lH.d). 7. 71-7. 80 (2H. in). 7.88(lH.s). 
8.20(lH.brs). 12. 58(3H. brs) 

mm 4 

2- [N- (3, 4.-i;y h^':y-<yV>(Jl) T^y]-4-[[2-(i- 
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MSCEI.m/z) : 401(M*) 
IR(KBr)cni-' : 3142, 1676. 1578 

^H-NMR(DMSO-de) S : 3. 73-3. 86(8H. m), 4. 39-4. 42(2H. m). 7. 1 1 (IH. d), 
7.66-8.28(6H.in), 9.20-9.21(lH.ni). 12.64aH.br). 14. 77(1H. br). 
13. 00-14. OOClH.br) 

2- [N- (3. 4-:;y h^'><>7>fjV) TiJ] - 4- [ (2-i;xf 
J\^Tiys.^jU) TiyttJl:f.:^Jl2 -1, 3-1^T'/-;U 
MSCFAB. in/z) : 407(MH*) 

IR(KBr)cm-' : 3390. 3246, 1684, 1659 

•H-NMR(DMS0-ds)<5 : 1.25(6H.t). 3. 13-3. 25(6H. m). 3! 65-3. 72(2H. m). 
3.87(6H.s). 7.12(lH.d). 7. 73-7. 80 (2H. in). 7.96(lH,s), 8.40aH,t). 
10.57(lH.br). 12.67(lH,br) 

mmm e 

2- [N- (3, 4-i^y h + i^-<>yv;u) T^y] -4- [ (2-i^>fy 

MS(EI.m/z) : 434(11*) 
IRCKBr)cn)-' : 3403. 1671, 1651 

'H-NMR(DMS0-ds)(5 : 1.30(12H.d). 3. 10-3. 78(6H. m). 3.86(6H.s), 
6.05(2H.s). 7.12(lH,d). 7. 70-7. 89(3H. m), 8. 30-8. 70(3H. br), 
12. 54(1H. s) 

2- [N- (3. 4-i^/h^iy-<y'/^Jl) Tin -4- [N-^^Ji- 
N- T = JtJ\.t:s:.Jl] -1, 3-5-T7'-;U. 

MSCFAB, m/z) : 393 (MH*) 

IR(KBr)cin-' : 3453. 1617. 1516, 1269 
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•H-NMR(DMS0-d6)d : 2.40(6H.br), 2.81(2H.m). 3.06(3H.in), 
3.68(2H.brs). 3.85(3H.s). 3.86(3H.s). 6.59(2H,s). 7.11(lH.d). 
7.59(lH.d). 7.77(2H,in) 

mmm a 

2- [N- (2. h^-><>V4J\,) TiJ2 - 4- [ (2--:^/^ 

MSCEI.m/z) : 377 (M*) 
IR(KBr)ciii-' : 3335. 1709, 1653 

'H-NMR(DMS0-de)5 :2.59(2H.t). 2.84C6H.S). 3.6K2H.q). 3.89(3H.s). 
4.04(3H.s). 6.02(2H.s). 6. 73-6. 80(2H. m). 7. 87-7. 96(2H, m). 
8.47(lH.t). 8.60-10.00(lH.br). 11.23(lH.s). 13. 00-14. 00(1H. br) 

2- [N- (2, 4. 5 - h 'j y h4^S/^>-/>r;U) T$ - 4 - [ (2- 

MSCEI.m/z) : 407(lir) 
IR(KBr)cr' : 3322, 1657. 1611 

'H-NMR(DMS0-d6)d :2.83(6H.s). 3.25(2H.t). 3.60(2H.t). 3.78(3H.s). 
3.93(3H.s). 4.07(3H.s). 6.02(2H.s). 6.89(lH.s). 7. 51 OH. s). 
7.89(lH.s). 8.52aH.t). 8. 60-10. OOClH. br). 11.25(lH,s). 
13.00 -U.OOdH.br) 
mmi 10 

2-CN-(2. 4. 5-h'jy h^-y^yf-f J\y) T $ y ] - 4 - [ (2 - 

i^x5^;i.T$ yx^;u) T$ y;<7;i/4i"-;b] -i. 3 -f-T7-;i. • u>r >g 

MSCFAB. m/z^i : 437(MH*) 

IR(KBr)cni-' : 3380, 3331. 1664, 1610 

'H-NMR(DMS0-d6)di :1.21(6H, t). 3. 16-3.26(6H.in). 3. 57-3. 64(2H. m). 
3.93(3H.s\ 4.07(3H,s). 4.20(3H.s). 6.01(2H,s). 6.89ClH,s). 
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7.51C1H.S). 7.89(lH.s). 8.51(lH.br). 11. 24(1H. br). 
13. 00-^14. OO(lH.br) 

mmmi i 

2- [N- (2. 4, 5- h 0 y h=^'><y'/-fJl) T iJ] - 4 - I (2- 

MS(EI.m/z) : 464(111*) 
IR(KBr)ciii-' : 3320, 1660, 1609 

'H-NMR(DMS0-d6)d : 1.29(12H.d). 3. 18-3. 77(6H. m). 3.79(3H.s). 
3.93(3H,s), 4.07(3H.s), 6.02(2H,s). 6.89(lH,s). 7.51(lH.s), 
7.89(lH.s). 8.50~8.55(2H.br). 13. 00-14. 00(1H. br) 

Mmm 1 2 

2- [N- (2, 4. ^- h') / h^i/^>V-fJl) Ti y2 - 4- IN-/ 
f-;U-N- (2-i?'rvyntVUT$yi^;U) T $ y ^ ;l/.t:^;u] -1,3- 

MSCEI.m/z) : 478(M*) 
IR(KBr)cin-' : 3333, 1657, 1620 

'H-NMR(DMS0-d6)<5 : 1. 15-1.43(12H. br). 3. 05-3. 78(12H. m). 3.92(3H.s). 
4.04(3H,s). 6.03(2H.s). 6. 87(1H. s). 7.46(lH.br). 7.70(lH,s). 
8.30-8.90(lH.br). II. 30-11. 45(1H. m). 13. 00-14. OOClH. br) 

nmmi 3 

2-[N-(2. 4. 5 - h 'J ^ h + i/A:>7V>'b) T = - 4 - [ [2 - 
(N-'f 7ynt';U-N-^5^;UT> y) T? y5!7;u.-}{-;u] -i, 3 

MSCFAB.m/z) : 437(MH*) 
lR(KBr)ciD-' : 3220. 2965. 1657 

'H-NMR(CDCi3)<5 : 1.05(6H.d). 2.27(3H.s). 2. 62(2H. t). 2.90(lH.m). 
3.49(2H,dd). 3.93(3H,s), 3.99(3H.s), 4.11(3H,s). 6.59(lH.s). 
7.64(lH.brs). 7.74(lH.s). 7.78(lH.s). 11.05(lH.s) 
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mmm 1 4 

2- [N- (2. 4, 5- h') / h=^-xyv^ T i yi - 4- I [2- 
W--fy':fat'J\y-N-:Li-JlTiy) .JLf-jl2 T ^ J t JVtt::^;^} -1,3 

MSCELm/z) : 451 (MH*) 

IR(KBr)cm-' : 3350. 2970, 1655, 1609 

'H-NMR(DMSO-de)d : 1.27(9H.ni). 3.16(4H.in). 3. 64(3H. brs). 3.78(3H.s). 
3.93(3H.s). 4.08(3H.s). 6.89(lH.s), 7.5iaH.s). 7.90(lH.s). 
8.69(lH.t), 10.11(lH.brs). 11.31(lH.s) 

mmm 1 5 

2- [N- (2, 4, 5 - h 'J y h + i/^^W^U) T ^ y] - 4 - [ C2 - 
[N-[2-(3. 4-i^y h^i/yj^-Jl) JL^Jl] -N-^5^;t,7 ; y] 
^-'l^] T t J i7JV^::^Jl] -1. 3-^T'/-;U 
MSCFAB. m/z) : 559(MH*) 
IR(neat)cin-' : 3300, 3250, 1655 

'H-NMR(CDCf 3)5 :2.38(3H.s). 2. 66-2. 75(4H. ni). 3. 53-3. 56(2H. m). 
3.76-3.86(2H.in). 3.80(3H.s), 3.85(3H.s). 3.91(3H.s). 3.97(3H.s). 
4.04(3H.s). 6.56(lH.s). 6. 75-6. 82(3H.m). 7.52(lH.br). 
7.74-7.75(2H.in). 11.04(lH.br) 

mmm I 6 

2- [N- (2, 4. 5- h'jy h4^i/A:>7V;i') T = y] -4- [ [2- 

MSCFAB. m/z) : 467affl*) 
IRCneaDcn)-' : 3322. 1655 

'H-NMR(CDCi3)(5 : 1.05(6H.d), 2. 64(2H, t). 2.30(lH.br). 2.70(2H.t). 
3.02(lH,quint). 3.47(2H,q). 3.61(2H.t), 3.92(3H.s). 3.99(3H.s), 
4.14(3H.s). 6.58(lH,s). 7.71(lH.br), 7.74(lH.s). 7.77(lH.s). 
11.20(1H. brs) 
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nmm 1 7 

2- [N- (2. 4, B - h ^) / h^'Xy/^Jl) T i - 4- [ 12- 

MSCFAB.m/z) : 249(MH*) 
IR(KBr)cin-" : 3312. 1732. 1662 

'H-NMRCCDCi3)o :2.35(2H.quint). 3.42(2H.t). 3. 76-3. 81(2H. m). 
3.92(3H.s), 3.99(3H,s). 4.03(3H.s). 4.16(2H.t). 6.58aH.s). 
7.77aH.s). 7.87(lH.s). 11.12(lH.s) 

nmmi s 

2- [N- (2. 4, 5-h»jy h^i^O^/^Jl) T^y] - 4- [ [2- 

MSCFAB.m/z) : 423(MH*) 

IR(KBr)cm-' : 3220. 2959. 1659. 1608 

'H-NMR(CDCi3)5 : 1.09(6H.d). 2. 86(3H. in). 3. 54(2H. dd). 3. 93C3H. s). 
3.99(3H.s). 4.13(3H.s). 6.59aH.s). 7.55(lH.t). 7.76(lH.s). 
7.78(lH.s). 11.00(lH.brs) 

nmmi 9 

2- [N- (2. 4, 5 - buy h^'>^>'/-(Jl) T^y] - 4- [ [2- 
[N- (Xhcj-->;^;l,:}{x;|,y5^;t/) - N - ^ V :/n T^yxf-;!,] 

MSCFAB. m/z) : 496(MH*) 
IR(neat)cin"' : 3346, 1743, 1655 

'H-NMR(CDCi3)o : 1.06(6H,d), 1.26(3H,t). 2.79(2H,t). 
3.06(lH.quint). 3.33(2H.s). 3.48(2H,q). 3.93(3H.s). 3. 99(3H. s), 
4.12(3H.s). 4.23(2H.q). 6.59(lH.s). 7.75(lH.s). 7.79(lH.s). 
7.89-7.91(lH.in). ll.lO(lH.s) 

utm 2 0 

2- [N- (2. 4. 5 - hUy h + ->A:>W;b) T = y] - 4- [ [2- 
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^ y :^;l.:i{-;t/] - 1 , 3-.f-T^/-;l/ 
MSCFAB.ra/z) : 467(MH*) 
IR(neat)cin-' : 3307. 1655 

'H-NMR(DMS0-ci6)d : 1.00(6H.(1). 2.88(2H.t). 3. 13(1H, quint). 
3.15(2H.s). 3.48->'3.52(2H,ni), 3.78(3H.s). 3.92(3H.s), 4.05(3H.s). 
6.87(lH,s). 7.48(lH,s). 7.88(lH.s). 8. 53-8. 56(1H. m). 
8.73~8.76(lH.in). 12.23(lH.br) 

mmm 2 1 

2- [N- (3, A-i^/ h^'>^y'/-fJl) TiJ] - 4- C (S-i^/i- 

MS(FAB,in/z) : 393(MH*) 
IR(KBr)cni-' : 3389. 1659 

'H-NMRCDMSO-dO^ :1.74(2H.q). 2.33(6H.s). 3.17(2H.s). 3.32(2H.q). 
3.85(3H.s). 3.87(3H.s). 6.51(lH.s). 7.11(lH.d). 7.77(2H.in). 
7.97(1H. t) 

nmm 2 2 

2- [N- (3. h^i/^yV^Jl) T^y] - 4- [2- (1 - h* 

^^i^-^U) X5^;l/T5 y :«7;P;}?-;H -i. 3 --fT v U-f >i^lM 

##MlT#/-c2- [N- (3. 4--:^>f h^iy^yV^Jl) T^y] - 4- 
(x h4^^:<7 - 1 , 3-f-yy'-;H0. 0 g t 2 - ( I - t'^y 

jL^jiTi > 1 5. 4 gom^m^i 0 o'c-c-2mmmwbtzo scd^^ 
^B^^v-f>mmtLtz'^. ^^^.f-jiji^n^^BbrmBit^^i 2. 2g^ 

ff /Co iR^ 7 7 %o 
MS(FAB,m/z) : 420(MH*) 
IR(KBr)cni-' : 3568, 3550. 3416. 1668 
'H-NMR(DMSO-d,) <5 : 2. 49-2. 63(4H. m). 3. 07-3. 10(2H. m). 
3.31-3.46(6H.in). 3.86(3H.s). 3. 87(3H. s\ 6.02(2H.s). 7. 12(lH.d). 
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7.72~7.83(4H.in), 8. 47aH.br). 12. 50(1H. br). 13. 00-14. 00(2H. br) 

mmm 2 3 

2- [N- (3. h + i/^>'/^;U) T^y] - 4- [2 - 

m^S.it^% 1 . 6 g /Co IR^ 5 9 %o 

MSCFAB.m/z) : 434 (MH*) 
IR(KBr)cm-' : 3280, 3200. 1855 

'H-NMR(DMSO-de)d :2.83(3H.s). 3. 38--3. 71(12H. m). 3.86(3H.s). 
3.87(3H.s). 7.12(lH.d). 7. 73-7. 95 (3H. in). 8.31(IH.br). 12. 88(1H. br). 
13. 00-14. OOCIH. br) 

mmm 2 a 

2 - [N- (3, 4-i^yh + i/0'/>r;i/) Tin - A- [2 - [4- 
(2- t Fn4^i/xf^;l.) - i - )17 I J ti )l if. z^jl} - i, 

3 -^T'/-;L' . 3i£ifig 

4 ^%r^)t^^-Jl7mmi. 4 g^SP;tgigT3«^#b/co SCT^tK 

7K^ri::J->'i'^-^hijH;A4 0 Omg^jD;igigTl 2 I^PBlil^ l>/co Ste^ 

^g#)^-> 'J :f7y;l/:^ 5 Ar? h^7'^7^- ( ^7 n n A : y-;u = 
20:1) TffiS^L. n^ntzit^'i^^au^ J -A2 QMimmL. A^ 
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MSCFAB.m/z) : 464(Mr) 
IR(KBr)cin-' : 3300. 3225. 1676 

'H-NMR(DMS0-d6)d : 2.38-2. 53(12H.in). 3. 19-3. 51(5H. m). 3.86(3H.s). 
3.87(3H.s). 7.09(lH.d). 7. 52-7. 77(4H.in). 11. 00 -11. BOOH. br). 
13. 00-14. 00(3H.br) 

mmm 2 5 

2 - [N- (3. h^i/^yV^ JV) TiJ-] - 4- [2 - [(2- 

f^T'/'J ':^J=.7=» :r.^Jl'Ti JtiJlt^sLjl] -\, 3 -5^T 

^li0»J2T#/ifk'^^0 7 U-^-;^5 gt2-/'^;l^t'f-T'/^) >5. 7 
2<0m%^^\ 5 O'CT-l Bf^S#L/co K]Z^^^m%Lf-J^^ y ^y-;i/5 0 

$5 8 %o 
MSCFAB.m/z) : 436(MH*) 
IR(KBr)cr ' : 3400. 3000. 1642 

'H-NMR(CH30D) 5 : 3. 56-3. 66(6H. m). 3. 94(6H. s), 4. 01 (2H, t). 
7. 10(lH.d). 7.63(lH.d), 7.69(lH.dd), 7.82(lH.s) 

mmm 2 ^o^jmiz-muLx^ mmm 2 6-2 scDft^^^si^u/io 
mmm 2 a 

2- [N- (3, 4-'J/ V^-Xy'/>fJ\y) TiJl - 4- [2- [ (2- 

MSCFAB.m/z) : 418(MH*) 

IR(KBr)cr' : 3420. 3083. 1649. 1618 

■H-NMRCDMSO-de) <5 : 2. 03(2H. q). 2. 78(2H. t). 3. 41-3. 63(6H. m). 
3.85(3H.s). 3.86(3H.s). 7. 12(lH.d). 7.71(lH.d). 7.76(lH.dd). 
7.86(lH.s). 8.06(lH,brs). 9. 55(2H. brs), 12. 57(1H. brs) 

mmm 2 7 

2- [N- (3, V^i/Ky'/>fjl) T$y]-4-[2-C(2- 
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MSCFAB.m/z) : 420 CMH*) 
IR(KBr)cin-' : 3380. 2910. 1643 

'H-NMR(DMS0-d6)d : 3.34(2H. t). 3.54(2H.t). 3.70(2H.t). 3.92(3H.s). 
3.93(3H.s). 4.29(2H.t). 7..08(lH.d). 7.63(lH.d). 7.68(lH.q). 
7. 76(1H. s) 

2 - [N- (3, 4--:^/ h^iy<y'/>( JV) T^y] - 4- [2 - [ (2- 
-f ^ yV'J i^^-r» ^ $ y] JL^JIT ^ y ^^bt'-^l/] -1,3 -f-T'/-;L. 

MSCFAB.m/z) : 419(MH*) 
IR(KBr)cm-' : 3389. 3197. 1676 

^H-NMR(DMS0-d6)5 : 3.17(lH.s). 3.31(2H.in). 3. 40(2H. brs). 3.57(4H.s). 
3.78(3H.s). 3.79(3H.s). 6.92(lH.d). 7.26(lH.s). 7.68(2H.m), 
8.31(1H. br) 

mmm 2 9 

2 - [N- (3. 4 -i^y h4^i/A:>7'Y;b) T J y] - 4 _ [ (4 

JiTi^y'^ji) T i ^ tiJit:^Ji:\ - 1. 3-^Ty-;L-. 2igilJi 
##^J 1 T1#/cfk^«^5 gll 1 . 4 -:/3'>i;T ^ > 1 3. 1 g^Sn^. 

1 0 0-CT2I^K^#L/c„ SC&?^^i^E®*U m^mzik^m^^ a a t^ji 

2 - [N - ( 3 , 4 - y h + i/^ > 7V T ^ y ] - 4 - [ ( 4 - T ^ y 7' 

T ^ 7:^7^1/ ^'^yl/] -1, 3 -f-T7'-;i.4. 5 g^?#/Co 
J:J;i,^TC£D{l:'^!^^4^^4 57»^(I^PU iiK?^T3 5%;f^;l/^>J >2. 3g^ 

^•mf±^^Lfzm. U :^7y;U^ ov h^7'^7^ - (^^'oorf.yUA : y ^J^y-^b 
= 5 0:1) Tit|gt> «l£{t:-^i|^CD7 'J--^-X 1 . Og^fffCo ZOit'k^ 

^2^m^ti. mi^it^mtLfzo 

MSCFAB. m/z) : 407(MH*) 



-37- 



wo 96/36619 



PCT/JP96/01297 



IR(KBr)cin-' : 3350. 3245, 1601 

'H-NMR(DMS0-d6)(5 : 1.55(2H.in). 1.64(2H.m). 2.70(3H.s). 2.72(3H.s). 
3.03(2H,in). 3. 30(2H. m). 3.85(3H.s). 3.87(3H.s). 7.12(lH.cl). 
7.73-7.80(2H.in). 7.85(lH.s). 7.97(lH.t). 10.48(lH.br). 12.64(lH.br) 
HSfEM 3 0 

2- [N- (2. 4, h^i/A:>7V;U) T^y] - 4- [ (2- 

7j<mri:T^ h 2 7 8mg^N. N- -J y ^Jl^t^Jl^l^r i Kl Om^fCSlSL. 

»fllC2- [N- (2. 4, / h^-Xy'/>fJl) T$ y] - 4 - (t K 

D + >':^;U,-};x;l.) - 1. 3-^T7-;H. 57g^N, N- i^y 5^;^.t^;^A 
T$ Kl OjTj^deSL. *^l^^'-;l^i?^^y7'-;i. 8 2 7rag^Sn^MgTlltfBl 
«f{^L/co -® 2oosc£:^^^t)-&. 1 0 omr 1 l^®g|#L/co sc^jde-^ 

^^B^B LT. ^Efb^^ 1 . 4 g <^f#/co mmi 4%o 
MSCFAB.m/z) : 410(MH*) 
IR(KBr)cni-' : 3316. 1727. 1655 

^H-NMR(CDCf 3)(y :2.35(6H.s), 2.73(2H.t). 3.92(3H.s). 3.99(3H.s). 
4.10(3H.s). 4.46(2H.t). B.SSOH.s). 7.77(lH.s). 7.86(lH.t). 
11.14(lH.brs) 

mmm 3 1 

2- [N- (2. 4. 5-h») / h^'>OV-(Jl) Ti J2 - 4-1 (2- 

MSCFAB.m/z) : 438(MH*) 
IR(KBr)cni-' : 3308. 1721. 1659 

■H-NMR(CDC£-Jd : 1.07(6H.t). 2.63(4H.q). 2.86(2H.t). 3. 92(3H. s). 
,3.98(3H.s). 4.09(3H.s). 4.42(2H. t). 6.58(.lH.s). 7.77(lH.s). 
7.83(lH.s). 11.13(lH.brs) 
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mmm 3 2 

2- [N- (2. 4. / h^iyO-/>fJl) Tiji -4- [ (2~ 

MSCFAB. ni/z) : 466(MH*) 
IR(KBr)cin-' : 3306, 1721. 1655 

'H-NMR(CDCi3)5 : 1.04(12H.d). 2.80(2H.t). 3.04(2H.q). 
3.92(3H.s). 3.99(3H.s). 4.09(3H.s). 4.28(2H.t). 6.58(lH.s). 
7.77(lH.s). 7.84(lH.s). 11.13(lH.brs) 

mmm 3 3 

2- [N- (3. h^-y^y/^Jl) TiJ] - 4- [ i2-i^/^ 

-'I/T ^ y X h^i/) t;JUt::=-J\y] -1. 3-f-T7'-;l/ 
MSCFAB. m/z) : 380 (MH*) 
IR(KBr)cni-' : 3245, 1738, 1680 

'H-NMR(CDCi,)5 :2.31(6H.s). 2.68(2H.t). 3.94(3H.s). 3.96(3H.s). 

4.38(2H.t). 6.94(lH.d). 7. 48'-7. 53C2H. m). 7.87(lH.s). 9.50(lH.brs) 
3. 4-^y h^iy^>y'^ji^ai) \^<Dftt>iO IzMmt^ BW:Wi^>V^ Jl 

izmubx^ jiiTizmtmrnrnz 4-41 o^t-t^^mi^Lfzo 
mmm 3 4 

2- [N- (2-T^ y-4. 5 -i-^y h + '>Ai> T$y] - 4- 

[ (2->^;(^;bT$yx^;l,) T ^ y *;U,1{x;!.] - 1. Z-^rV-Jl- 2 

MSCFAB. m/z) : 394CMH*) 

IRCKBr)cr' : 3393. 2955. 1655, 1526. 1296 

'H-NMRCDMS0-de)5 :2.80C3H.s), 2.82C3H.s). 3.26C2H.q). 3.68C2H.q). 
3.80(3H.s). 3. 82C3H.S). 4. 40-6. 40C4H. br), 6.83ClH.s). 7.53ClH.s). 
7.98C1H.S). 8.43ClH.t). 10. 59C1H. brs) 

mmm s 5 

2 - [N- C 4. 5 h + i/ - 2 - ^ h nA:> T I ^] - 4 - 
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MSCFAB.m/z) : 424(MH*) 

IR(KBr)cni-' : 3428, 1663. 1549. 1522. 1298 

'H-NMR(DMS0-de)(5 :2.20(6H.s). 2.43C2H.t). 3.37(2H.q). 3.93(6H.s). 
7.36aH.s). 7.70(2H.m). 7.84(lH.s) 

mmm s e 

2- [N- (2-7'D^-4, ^~^:^/V^i^<y/^j\,) Tiy} -4- 
MSCFAB, m/z) : 457(MH*) 

IR(KBr)cin-' : 3410. 1672. 1657. 1545. 1507. 1269 
'H-NMR(CDCi3)5 :2.22(6H.s). 2.57(2H.t). 3.54C2H.q). 3.91(3H.s). 
3.94(3H.s). 7.09(lH.s). 7.36(lH.s). 7.57(lH.t). 7.76(lH.s) 

Mmm 3 7 

2-[N-(4. 5-i>yh + i/-2-h y^y] -4 

- [ (2-i?y5^;i.y 5 yx5^;i.) T$y:^;i..t'-;l.] - 1. 3-5-Ty-;u 
MSCFAB. m/z) : 395(MH*) 

IR(KBr)cm-' : 3401. 1655. 1549, 1491. 1244. 1217. 1206 
■H-NMR(CDC^3)5 :2.58(6H.s). 2.93(2H.t). 3.48(2H.q). 3.72(3H.s). 
3.75(3H.s). 6.43(lH.s). 7.42(lH.s). 7.59(lH.s). 8.25(lH.t) 

nmm 3 s 

2- [N- (4. 5-i^/h^i/-2-tVa^iyKyy'^ji) Tij} - A 

- C (2-:^^7 7-ob";UT^yx5^A) r i ^ t Ji:r:^ji} - i. 3-f-T7' 

##M6Tl#/c2- [N- (4, 5-i^y h + '>-2-h KD + i/-^>-/^;b) 
T^7] -4- (xh4^i/;i7;i,;}fx;i;) -1. 3-^T7'-;i.-St®j!gi 5. 4 
gt:^'r7yDl::-Ax^U>-;T$ >2 6. 9 gCD^i^t)^. T7Lo'>^^T. 
1 2 0-CT3 O^mmWLfz. S1S^^^E®*U a^tl(r^on;}-wbA^Sn 

Eg^LTMierk^tii 1. 7 g^#yc, iR^6 9%o 
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MSCFAB.m/z) : 451 (MH*) 

IR(KBr)cin-' : 3401, 1661, 1522, 1267 

'H-NMR(DMSO-ds)o :1.32(12H,in). 3.16(2H.in). 3.63(4H.in). 3.77(3H.s). 
3.82(3H.s). 6.84(lH,s). 7.50(lH.s). 7.89(lH.s). 8.71(lH.t). 
9. 56aH.br). 11.79(lH.brs). 12.00(lH.br) 

os^Sh^b lt. Usiit^i^o^m^ 14.0 g^mco 
nmm 3 9 

2- [N- (4, 5-i;y h^->- i y^yy'^ ji) y^y] 

• 2 mmm. 

MS(FAB.m/z) : 422(MH*) 

IR(KBr)cni-' : 3410. 1526. 1422. 1339. 1294 

'H-NlfR(DMS0-ds)(5 :2.81(3H.s). 2.83(3H,s), 3. 12(6H. s). 3.28(2H.q). 
3.68(2H,q). 3.94(3H.s). 4.80(3H,s), 7.49(lH.s). 7. 67aH. s). 
8.05(lH.s). 8.99(lH.brs). 10.70(1H. brs) 
0 

2-[N-(4. h^'>- 2 - /^JKy/^ ji) t = y] - 4 - 

MSCFAB.m/z) : 393(MH*) 

IR(KBr)cni-' : 3474. 2983. 1674. 1561. 1271. 1146 
'H-NMR(CDCi3)5 :2.I5(6H.s). 2.50(3H.s). 2.55(2H.t). 3.53(2H.q). 

3.91(3H,s). 3.93(3H,s). 6.76(lH.s). 7.22(lH.s). 7.62(lH,t). 

7.71(lH.s) 

Mmm4 1 

2-[N-(4. 5-9/ h^iy- i J^y'/>( )l) TlJ] 
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MS(FAB.m/z) : 436(Mr) 

IR(KBr)cni-' : 3565. 1650. 1555. 1534. 1292 

'H-NMR(CDC^3)<5 :2.24(9H.s). 2.57(2H.t). 3.50C2H.q). 3.76(3H.s). 
3.99(3H.s). 7.38(lH.s). 7.62(lH.t). 7.74(iH.s). 8.43(lH.s) 

mmm a 2 

2- [N- COV-fJi) T^y] - 4- [ (2-';?yf-;l/T^ yxf-;u) T 

MS(EI.in/z) : 318(M*) 

IR(KBr)cm"' : 3400. 1669. 1644 

'H-NMR(DMS0-cl6)5 :2.81(6H.d). 3. 24-3. 30(2H. m). 

3.65-3.72(2H.in). 7. 53-7. 70(3H. m). 8. 00-8. 41(4H.in). 

10.58(lH.brs). 12.84(lH.s) 

mmm 4 3 

2- [N- (2-y h + ->A:>-/^;l,) y ^ y] _4_ [ ( 2 - j( ^ JlT i 

J T i y tiJit^-Ji] -1, 3 -^T7*-;i/ • vb^ >i?ig 

IR(KBr)cin-' : 3320. 3050. 1660. 1610, 1570. 1540 

'H-NMR(DMSO-de)d :2.83(6H.s). 2.76(2H.q). 3.61(2H.q). 3. 98(3H. s). 

6.02(2H.s). 7.13(lH.t). 7.27(lH.d). 7. 58-7. 63(2H. m). 

7.84(lH,dd). 7.93(1H. s). 9. 30(2H. brs), 11.67(lH.s) 

mmm 4 4 

2- [N- (Z-Zh^i/Kly^/^JV) y] - 4- [ (2-':^/^JlTi 

IR(KBr)cni-' : 3400. 3200. 2966. 2689. 1690. 1670, 1580. 1560, 1520 
'H-NMR(DMS0-d,)5 : 2.80(3H.s). 2.82(3H.s). 3.26(2H,q). 3.68(2H.q), 

3.86(3H.s), 6.91(lH.brs). 7. 17-7. 24(1H. m). 7.47(1H. t). 

7.65-7.70(2H. ni). B.OKlH.s). 8.39(1H. t). 10. 68(1H. brs). 

12. 84(1H. brs) 

mmmA 5 

2 - [N- ( 3 - :7on/<>y^;i.) T ^ y ] - 4 _ [ (2 - / ^ jiy i j 
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IR(KBr)cm-' : 3300. 1669, 1659. 1541 

'H-NMR(DMS0-d6)5 :2.83(6H.s). 3.24(2H.t). 3.31(3H.brs). 3.63(2H.in). 
6.02(2H.s). 7.60aH,t). 7.72(lH.iii). 7.93(lH.s). 8.04(lH.m). 
8.15(lH.in). 8.2I(1H. t) 

^mm4 6 

2- [N- ( A - / h ^-y^y Jl) T i J 2 - A- i i 

IR(KBr)cin-' : 3400. 3150. 3050. 2950. 2700. 1670, 1655. 1603 
'H-NMR(DMS0-de)5 :2.80(3H.s). 2.82(3H.s). 3.25(2H.q). 3.68(2H.q), 

3.85(3H.s). 4.68(lH.s), 7. 05-7. 15(2H, m). 7.96(lH.s). 

8.01-8. 15(2H.in). 8.36(lH,t). 10.54(lH.s). 12.64(lH.s) 

mmm 4 7 

2-[N-(2. Z-i^/ h^i/<yV>( Jl) T^y] - 4- [ (2--^/^- 
;i/T = yx^;i.) y:<7;i/;jc-;u] -1. 3 -f-y y'-;u • v >ifig 
MSCEI.ra/z) : 31 8 (M*) 
lR(KBr)cm-' : 3403. 3297. 1671. 1580 

'H-NMR(DMS0-d6)5 :2.83(6H.s). 3.25(2H.t). 3.61(2H.q). 3.88(3H.s). 
3.89(3H.s). 6.02(2H.s). 7.20-7.33(3H.in). 7.91(lH.s). 8.35(lH.t). 
9. 00-10. 00 (2H.br). 12. 00(1H. brs) 

mmm 4 s 

2 - [N- ( 2 - t V n y - 3 - / h ^ yO y'-f Jl) T i y\ - 4- 
[ U- y/^JiT = yxf-;b) T 5 y -1.3 -^tV-ji • ^ 

MSCEI.in/z) : 304(lir) 
IR(KBr)cni-' : 3400. 1660. 1551 

'H-NMR(DMS0-d6)<5 :2.83(6H.s). 3.26(2H. t). 3.60(2H.q). 3.89(3H.s). 
6.03(2H.s). 6.94(lH,t). 7.22(lH.dd). 7.59aH.dd). 7.85(lH.s). 
8.54(1H. t). 9.00-12.00(3H.br) 
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mmm4 9 

2 - [N- (4 - 1 Kocf^i/ - 2 - y h + ->^>'/>r;i,) T 5 y ] - 4 - 

'H-NMR(DMS0-d6)5 : 1.29-1. 33(12H.in). 2. 47-2. 51(2H, m). 
3.19-3.58(4H.in). 3. 59-3. 76(2H. m). 3.97(3H.s). 6.82(lH.s). 
7.87(lH.s). 7.90(lH.s). 8. 53-8. 68(1H. m). 9. 09-9. 23(1H. m). 
11.28(lH.s). 11.41(lH.s) 

^mm 5 0 

2 - [N- ( 2 - h Kn:^-->-4 - h ^ iy<y V ^ Jl) T i J] - 4 - 

'H-NMR(CDCi3)d :1.22a2H.d). 2. 88-2. 91(2H.in). 3.25-3. 31 (2H. in). 
3.61-3.65(2H.in). 3.82(3H.s). 6. 41-6. 50(2H. m). 7.69(lH.s). 
7.81-7.84(1H.1B), 8.07(lH.d). 10.82(lH.s). 11.43(lH,s) 
^»J5 1 

2 - [N- (2. h^-y^yV-f Jl) TiJl - A- [ (2->?y^ 

MSCEI.in/z) : 378(M*) 

IR(KBr)cni-' : 3305, 1661 

'H-NMR(DMS0-de)(5 :2.84(6H.s). 3.26(2H.t). 3.61(2H.q). 3.79(3H.s). 
3.96(3H,s), 6.02(2H.s). 7. 18-7. 43(3H. m). 7.91(lH.s). 8.43(1H. 0, 
8.50-11.00(2H,br). 11. 63(1H. brs) 

mmm 5 2 

2- [N- (2. 6 h4^i/A;>7'^;p) r i y] - 4- [ (2-i^;<^ 

WSCEI.m/z) : 318(M*) 
IR(KBr)cin-' : 3303, 1661. 1599 

'H-NMR(DMS0-d6)(5 :2.81(6H.s). 3.23(2H,t), 3.61(2H,q). 3.76(6H.s). 
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6.02(2H,s). 6.75(2H,d). 7.40(1H. t). 7.85(lH.s). 8. 13(1H. t). 
9. 00-9.50 (2H.br), 12. 40(1H. brs) 

2- [N- (3, 5->'yh + i/^>y^;l/) TiJ] - 4- [(2-i^yf- 

IR(KBr)cni-' : 3600, 3250, 3100, 1650. 1637. 1601 
•H-NMR(DMSO-d«) 6 : 2. 80(3H. s). 2. 82(3H. s). 3. 30-3. 60(2H. m). 

3.60->'3.75(2H.m). 3.83(6H.s). 6.75(lH.s). 7.28(lH.s), 7.29aH,s). 

7.99(lH.s). 8.30-8.40(lH.in). 10. 38(1H. brs), 12.79(lH.s) 

^mm 5 4 

2 - [N- (3. 4 - i^/ h^i^<>y'-( Jl) TiJl - 4 - [ (Z-Z'f-Jl 
T i J :i.^Jl) T i JtrJl:f^^Ji: -1. 3 -5^ T'/-;l. . 2 Ig^ig 
IR(KBr)cni-' : 3450. 1674, 1601. 1560 

•H-NMR(DMSO-ds)d :2.57(3H,t), 3.08(2H,t), 3.63C2H.q). 3.86(3H.s). 
3.87(3H,s), 4.88(lH.brs). 7.12(lH,d), 7. 74-7. 80(2H, m). 7.96(lH.s). 
8.28aH. t). 9.11(2H,brs). 12. 70(1H. brs) 

mmm s 5 

2- [N- (3. 4 - i^/ h^iy^>'/>(JV) TiJ] - 4- [N- (2-^ 
IR(KBr)cm-' : 3450, 1680. 1636, 1559. 1279 

'H-NMR(CD30D)(5 : 3.20(6H,s). 3.88(3H.s). 3.91(3H.s). 3.99(4H,s). 
6.99(lH.d). 7.59(lH.s), 7.80aH.dd). 7.84(lH.d) 

nmm 5 6 

2 - [N - ( 3 . 4 - y h 4- -X > W ;l/) T ^ y ] - 4 - C ( 2 - ^ 7 y 
Dh*;UT$ 7a:.^A) T$ y;^;b.-jf^;t.] -l, 3 - 7'- • v b-f >^J^ 

'H-NMR(CDCi3)5 : 1.42(6H.d), 3.26-3. 39 (2H, m). 3. 45-3. 51(1H. m), 
3.68-3.79(2H.ni). 3.89(3H.s), 3.93(3H,s). 6.26(2H.s), 
6. 94-6. 97(1 H. in). 7.58(lH.s). 7.59(1H. s). 7.93(lH.d). 
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8.84~8.91(lH.ni). 9.39(2H.s). ll.lOOH.s) 

mmm 5 7 

2 - CN- (4 -t VT=i^iy- S - / h^'Xy-/^ A) T i J] - 4 - 
[ (2 - i^^ yfa t'JlT I y JL^Jl) T i J t Jl^^-Jll - 1, 3-5^Ty-_ 

'H-NMR(DMS0-de)<5 : 1. 30-1. 37(1 2H. m). 3. 16-3. 20(2H. m). 
3.59-3.67(4H.ra). 3.82(lH.s). 3.87(3H.s). 6. 91-6. 94(1H. m), 
7.61-7.65(lH.in). 7.72(lH.s). 7.91(lH.s). 8. 40-8. 45(1H. m). 
9.97-9.99(2H.m). 12.55(lH.s) 

nmm 5 8 

2 - [N- ( 3 - t Kn4^t/ - 4 - y y ; y ] _ 4 _ 

[ (2-i^^7 7'of;l.T^yx5^;l.) T ^ y ;^7;l-4C-7l/] - 1, s-f-y/- 

• 2 

'H-NMR(DMSO-ds) 5 : 1.30-1. 37(12H.in). 3. 13-3. 18(2H. m). 3.57(lH.s). 
3.56-3.65(4H.ni). 3.86(3H,s), 7. 04-7. 07(1H. m). 7.51(1H, s). 
7.63-7.67(lH.ni). 7.90(lH.s). 8. 41-8. 50(1H. m). 9. 94-9. 99(2H. m). 
12.51(lH.s) 

nms 9 

2- [N- (3. 4 h + S/Ai>./^;i,.) Tiy] - 4 - [ [2- (N- 
2- b-'J >?;l.T ^ y) xf-;l.] T ^ y:^7;i.:jfx;i.] -1,3 -5^T7'-;i. • 

MSCFAB.m/z) : 428(MH*) 

'H-NMR(DMSO-dsU :3.60(2H.brs). 3. 76(2H. brs). 3.85(3H.s). 
3.87(3H.s). 6.82-6.87(lH.ni). 7. 08-7. 14(2H. m). 7. 73-7. 79(2H. m). 
7.85-7.92(2H.ni), S.lOClH.brs). 9. 09(1H. brs). 12.67(lH.s). 
14.09(2H. brs) 

mmm e o 

2 - [N- (3, h^i/O'/^Jl.) T^y] - 4- [ [2 - (1- 
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MSCFAB.m/z) : 405 (MH*) 

IR(KBr)cr' : 3450. 1669, 1545. 1515 

'H-NMR(CD30D)d :2.10(4H.brs). 3. 30-3. 32(4H. in). 3.46(2H.t). 
3.87(2H.t). 3.92(3H.s). 3.93(3H.s). 6.23(2H.s). 7.09(lH.d). 
7.61(lH.d), 7.68(lH.dd). 7.83(lH.s) 

mmm e i 

2- [N- (3, 4 -i^y h4^i/A:>7^;i,) T? y] _4_ ^ (■ g _ (j _ 
f^'Ji^A) X5^;i.] TiJtiJlt:^Ji:\ -1. 3-5-TV'-;b. 2Ji®lg 
MS(FAB.ib/z) : 419(MH*) 

IR(KBr)cr' : 3300. 1675. 1665. 1605. 1555. 1534 

•H-NMR(CD30D) (5 : 1.45-2. 05(6H.in). 2. 90-3. 10(2H.in). 3.41(2H.t). 

3. 63-3. 81 (4H. ID). 3.93(6H.s). 6.26(2H.s). 7.10(lH.d). 7.61(lH.d). 

7.69(lH.dd). 7.84(lH.s) 

mmm s 2 

2- [N- (3, 4-i^y TiJ2 - 4- [ [2 - (2- 

fnij K>- 1 -^;b) x5^;i/] T $ y :^7;i/:i?x;i,] - i, 3-5^T'/-;L' 
IR(KBr)cni-' : 3411. 1684, 1650. 1603 

'H-NMR(DMS0-d,)d : 1.91 (2H. quint). 2.18(2H.t), 3. 30-3. 50(6H, in). 
3.85(3H.s), 3.87(3H,s). 7.11(lH.d). 7. 70-7. 80 (2H. in). 7.83(lH.s). 
7.91(1H. t). 12.63(lH.s) 

mmm 6 3 

2-[N-(3, 4-i?y h + i/^>W;0 T$y]-4-[[2-(2- 
f/^.j K>- 1 ->r;l/) y :^;i.;J^'x;u] -1.3 -f-T7'-;l/ 

IR(KBr)cm-' : 3450. 1650, 1613, 1551. 1518 

'H-NMR(DMS0-d6)<5 : 1. 60-1. 80(4H. m). 2. 18(2H, t). 3. 25-3. 40(2H. m). 
3.40-3.50(4H.ni). 3.85(3H,s). 3.87(3H.s). 7.11(lH.d). 
7.70-7.79(3H.in). 7.80(lH.s). 7.95(lH.brs) 

mmm 6 4 

2 - CN - ( 3 . 4 - y / h ^ A) T i J 2 - 4 - C ( 2 - ^ T — 
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MSCFAB. m/z) : 393(MH*) 

IR(KBr)cm-' : 3160, 1663. 1603. 1565. 1532 

'H-NMR(DMS0-d6)(5 : 3.32'-3.46(4H.ra). 3.86(3H.s), 3.87(3H.s). 

6.52(2H.brs). 7. 10-7. 65(3H. m). 7. 73-7. 79(2H. m). 7. 86-7. 90(2H. m). 

8.03-8.07(iH.ni). 12. 67(1H. brs) 

mmm 6 5 

2-[N-(3. A-i^jf h^i/0'/>f Jl) T i - A- [2 - [3 
Jl • 2 

'H-NMR(DMS0-d«)(5 :2.79-2.98(2H.in). 3.57(3H,s). 3. 62-3. 73(2H. m). 
3.85(3H.s). 3.86(3H.s). 5. 19-5. 74(2H. m). 7.12(lH.s). 
7.73-7.78(2H.in). 7.94(lH.s). 8. 19-8.29(lH.ni). 8. 92-9.08(lH.m). 
10. 02-10. 31 (IH. m). 12. 49-12. 78(1H. m) 
6 6 

2- [N- (3. 4 -i?^ h + i/A:> T^y] - 4- [ [2- [3- 

T'/-)l • 2lgifig 
'H-NMR(CDCi3)(5 : 2.38(3H.s). 2.95(3H.s). 3. 47-3. 53(2H. m). 
3.58-3.63(2H,m), 3.97(6H.s). 5. 55(4H. brs). 6. 96-6. 99(1H. m). 
7. 66-7. 74 (4H. m) 

mmm 6 1 

2- [N- (2, 3, 4 - h U y h + i/A:></^;u) y] - 4 - [ (2- 
vy ^ AT ^ yx5^;i/) T ^ y:<7 -;H -i, 3 -f-T v'-;!. • v >^ 

IR(KBr)cni-' : 3400. 3300. 1660 

^H-NMRCDMSO-ds) 6 : 2. 82(6H. s). 3. 24(2H. t). 3. 58(2H. q). 3. 82(3H, s). 
3.89(3H.s\ 3.99(3H.s). 6.01(2H.s). 7.03(lH.d). 7.65(lH.d). 
7.89(lH.s). 8.44(1H. t). 9. 25(2H, brs). 11.56(lH.s) 
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2 - [N- (2. 3. 5 - h >; y h + '>-^>-/>r;l/) T $ y ]' - 4 - C (2 - 

MS(El.in/z) : 348(M*) 
IR(KBr)cin-' : 3306, 1667. 1607 

'H-NMR(DMS0-d«)(5 :2.83(6H.s). 3.25(2H.t). 3.61(2H.q). 3.80(3H.s). 
3.81(3H.s). 3.87(3H.s). 6.02(2H.s). 6.85(lH.d). 6.88(lH.d). 
7.92(lH.s). 8.37(lH.t). 9. 00-9. 50(2H, br). 11. 98(1H. brs) 

nmm s 9 

2- [N- (2. 3. Q-V^) h^'><y'/-fJV) TiJ] -A- i (2- 

MSCEI.m/z) : 348 (M*) 
IR(KBr)cni-' : 3000, 1682. 1650 

•H-NMR(DMS0-de)5 :2.82(6H.s). 3.23(2H.t). 3.61(2H.q). 3.72(3H.s). 
3.74(3H.s). 3.80(3H.s). 6.02(2H.s), 6.80(lH,d). 7.11(lH.d), 
7.87ClH,s). 8.15(lH.t). 8. 80-10. 00(2H, br). 12. 51 (IH, brs) 

2- [N- (2. 4. 6 - h >J y h4^i/A:>'/^';t.) T$ yj - 4 - [ (2- 
i^/i-^iTi J J-^Jl) Ti JtJl^::=.Jl2 -1, 3 -^T •/-;[.. VU^ >^ 

IR(KBr)cni-' : 3400, 2360, 1670 

'H-NMR(CDCi3)o : 2.84(6H.s), 3.25(2H,t). 3.61(2H.t), 3.76(6H.s). 
3.83(3H.s). 6.01(2H.s). 6.30(2H.s). 7.82(l.H,s). 8. 13(1H. t), 
9.25(2H.brs). 12.24(lH.s) 

mmm 1 1 

2-[N-(3, 4. 5-h'jy V^'y^y/^ )l) T= y] - 4- [ (2- 
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IR(KBr)cm-' : 3300. 1670, 1590. 1550 

'H-NMRCDMS0-d6)5 :2.31(6H.s). 2.58(2H.t). 3.46(2H.q). 3.76(3H.s). 
3.89(6H.s). 6.58(2H.s). 7.49(2H.s). 7.81(1H. t). 7.85(lH.s) 

mmBi 7 2 

2-[N-(2, 4, b - h / h^'y<yy'-( Jl) T i J2 - 4 ~ [ (2- 

i/^a^at'JlT i y JLi-jl) Ti y tiJlt^^Jl^] -1, Z-i-T'/-Jl 
MS(FAB.ni/z) : 421 (MH*) 
IR(KBr)cin-' : 1653. 1512. 1259. 1024 

'H-NMR(CDCi3)5 : 0.36-0.53(4H.in), 2. 20(1H. ddd). 2.97(2H, t). 

3.56(2H.q). 3.93(3H.s). 4.00(3H.s), 4.14(3H,s). 6.59(lH.s). 
7.48(lH,t). 7.76(lH.s). 7.78(lH.s). 11.05(lH.s) 

mmm i z 

2- [N- (2. 4. 5 - hU./ V^i/Ky^/^ )l) T^y] - 4- [ (2- 
t e r t -7'5^;l/T ^ Js.=f-)l) T i J ti - 1 , 3 -^T'/-)l . 2 

'H-NMR(DMSO-d«)d : 1.30(9H.s). 2. 98'-3. 09(2H. in). 3.17(lH.s). 
3.53'-3.70(2H.in). 3.78(3H.s). 3.93(3H.s). 4.08(3H.s). 6.89(lH.s). 
7.50(lH.s). 7.90(lH.s). 8. 49-8. 63(1H. m). 8. 82-9. 00(2H. m). 
11.32(lH.s) 

mmm 1 4 

2 - [N- (2, 4. 5 - h 'j y h4^iyA:> 7V;u) T i y ] - 4 - [ (3 - 
'J-( h-AT i J fu tVU) T $ Jti)l^.-)l-\ - 1 , 3 -5^y . 2 

MSCFAB.m/z) : 479(MH*) 

IR(KBr)cr' ; 3410. 1674, 1663. 1611. 1584. 1553, 1520 
'H-NMR(CDCi3)<5 : 1. 27-1. 34(12H. m). 2. 00-2. 06(2H. m). 

3.06-3.10(2H.in). 3. 29-3. 36(2H. m), 3. 56-3. 62(2H. m). 3.78(3H.s). 

3.93(3H.s). 4.07(3H.s), 6.88(lH.s). 7.49(lH.s). 7.87(lH.s). 

8.47(lH.brs). 9. 92(2H. brs). 11.33(lH.s) 
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mmm 1 5 

2- [N- (2, 4, 5 - h 'J y h + i/-^:>-/>r;U) T ^ y J - 4 - [ [N- 
IR(KBr)cr' : 3400. 3320. 1640. 1625 

'H-NMR(CDCi3)(5 : 1.23(6H.t). 3.14(3H.s). 3.15(2H.q), 3.29(2H,t). 
3.76(3H.s). 3.77(4H.q). 3.92(3H,s). 4.03(3H.s). 6.02(2H.s). 
6.86(lH.s). 7.49(lH,s). 7.65(lH.s). 9. 50(2H. brs), 11.26(lH.s) 

mmmi e 

-4- [ (.2-'J :^^)17 IJ T I J ti )l^.zu)l-\ - \, 3_5^y/_ 

IR(KBr)cni-' : 3300. 1655 

'H-NMR(CDC^3)d :2.91(6H.s). 3. 33-3. 38 (2H. in). 3.55(3H.s). 
3.81-'3.99(2H.ni). 3.84(3H.s). 3.88(3H,s). 3.96(3H,s). 6.16(2H.s). 
6.55(lH.s). 6.95(lH.s). 7.83(lH.s). 8. 12(1H, t), 12. 50(2H. brs) 

mmm 1 1 

2 - [ [N-y^;l.-N- (2, 4, 5 - h 'J y h + i/A^^-/^;!.) T ^ y ] 
-4- [ (2--:^-r7^nh';UT$yx5^7l/) 7 - \, z-^ 

IR(KBr)cm-' : 3300. 1655. 1541 

'H-NMR(CDCi3)(5 : 1.37(6H.d). 1.41(6H.d). 3. 25-3. 35(2H. m). 
3.52(3H.s). 3.58~3.68(2H.in), 3.85(3H.s). 3.86(3H.s). 
3.83-3.89(2H.in). 3.97(3H.s). 6.26(2H.s), 6.56(lH.s). 6.91(lH.s). 
7.82(lH.s). 8.88(lH.t). 10.70(lH.s) 

mm\ 7 8 

2 - [N- (2, 4. 5 - h 'J y }l) Tin - 4 - [ (2 - 

i^- n -rn e;lT = y if-;b) T ^ y ^ ;b] -1, 3-5^T7'-;l -2 
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IR(KBr)ciii-' : 3400. 1663. 1611. 1550 

'H-NMR(DMS0-d6)c5 :0.9I(6H,t). 1. 65--1. 80(4H. m), 3. 00-3. 10(4H. m). 
3.20-3.25(2H.ni). 3. 60-3. 70(2H. m). 3.79(3H.s). 3.93(3H.s). 
4.08(3H,s). 6.89(lH.s). 7.50(lH.s). 7.91(lH,s). 8.69(lH.t). 
10.55(2H.brs). 1.1.32(lH.s) 

mmm 1 9 

2- [N- (2. 4. 5 - h 'J h + i/^>7VA) "T ^ y] - 4 - [ (2 - 

MSCFAB.m/z) : 493(MH*) 

IR(KBr)cni-' : 3400. 1655. 1615. 1578. 1561 

'H-NMR(CDCj^3)5 : 0.93-0. 99(6H.ni). 1. 33-1. 47(4H,in). 

1.77-1.88(4H.m). 3. 11-3. 15(4H.in). 3. 39-3. 41(2H, m). 3.92(3H,s). 

3.98(2H.brs). 3.99(3H.s). 4.21(3H.s). 6.58(lH.s). 7.71(lH.s). 

8.06(lH.s). 8.93aH.brs), 11. 61(2H. brs). 11. 76(1H. brs) 

nm^i 8 0 

2- [N- (2. 4, 5- h'jy h^S/A:>7V;|/) T$7] -4- [ (2- 

MSCFAB.m/z) : 493(MH*) 

IR(KBr)cm-' : 3650. 1559. 1541. 1509 

'H-NMR(DMS0-d6)(5 : 0. 99-1. 05(12H.ni). 2. 09-2. 19(2H. m). 

3.01-3.05(4H.m). 3. 31(2H. brs). 3. 69-3. 71(2H. m). 3.79(3H.s). 

3.93(3H.s). 4.07(3H.s). 6.89(lH.s). 7.50(lH,s). 7.94(lH,s). 

8.78(lH.s). 9.55(lH.s). ll.SKlH.s) 
IIJI0II8 1 

2 - [N - ( 2 , 4 , 5 - h 'J y h + ^--C> 7V ;i/) 7 i J-] - 4 - [ ( 2 - 
'J'^^'o^^iy)l7 iJ x.^)l) 7 i J ti)l^:-)l-\ -1. 3-^^T7-;l/ 
MSCFAB.m/z) : 545(MH*) 
IRCKBr)cm-' : 3400. 1657. 1611. 1543. 1518 
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'H-NMR(CDCi3)<J : 1.05-1. 80 C20H. ID). 2. 57(2H. brs). 
2.77~2.82(2H.m). 3. 36-3. 43(2H. m). 3.93(3H.s). 3.99(3H,s). • 
4.10(3H.s). 6.59(lH.s). 7.73(lH.s). 7. 73-7. 77(IH. m). 7.79(lH.s). 
ll.OeOH. brs) 

nmm s 2 

2- [N- (2, 4. ;^ l^^iy^yy'^ji,) YiJ] -4 - I (2- 

MSCEI.m/z) : 422(IH*) 
IR(KBr)cni-' : 3318. 1650. 1609 

'H-NMR(CDCi3)(5 :l.ll(3H.t). 2.30(3H.s). 2.52(2H.q). 2. 61(2H. t). 
3.54(2H.q). 3.93(3H.s). 3.99(3H.s). 4.13(3H.s). 6.59(lH.s). 
7.56(lH.brt). 7.75(lH.s). 7.78(lH.s). 11.05(lH.brs) 
HMS 3 

2- [N- (2, 4. B- h') ;( h^-y^y^/^f ji) T - 4- I 12- 

1 , 3 -^TV-Jl ' 2igif^ 

'H-NMR(CDC^3)(5 :0.96(3H.t). 1. 02-1. 10(6H. m). 1. 43-1. 60(2H. m). 

I. 58-1.79(4H.ni). 2. 38-2. 53(2H. m). 2. 59-2. 72(2H. m). 
2.97-3.09(lH.ni). 3. 41-3. 55(2H. m). 3.93(3H.s). 3.99(3H.s). 
4.10(3H.s). 6.59(lH.s). 7.74(lH.s). 7.79(lH.s). 7. 74-8. 02(1H. m). 

II. 42(1H. s) 

nmm 8 4 

2- [N- (2. 4. 5-h'jy h + i/^>7V/U) T^y] - 4- [ [2- 
'H-NMR(CDCi3)5 :0.91(3H.t). 1.05(6H.d). 1. 33-1. 47(4H. m). 

1.83-2.02(2H.ni). 2.45-2.51(2H.in). 2. 63-2. 68(2H. m). 

3.01-3.06(lH.in). 3. 44-3. 49(2H. m). 3.93(3H.s), 3.99C3H.s), 



-53- 



wo 96/36619 



PCT/JP96/01297 



4.16(3H,s). 6.59(lH.s). 7.74(lH.s). 7.79(lH.s). 7. 72-7. 79(1H. m). 
9.86'-9.98(2H.in). 11.07(lH.s) . 

mmm s 5 

2- [N- (2. 4, 5 - h U y h + i/A:>vV;|,) y ? _ 4 _ |- (2 - 

'H-NMR(DMS0-d6)5 : 1. 30-1. 37(12H. m). 3. 10-3.28(2H. m). 
3.53-3.89(4H.ni). 3.78(3H.s). 3.93(3H.s). 4.07(3H.s). 6.88(lH.s). 
7.46(lH.s). 8.67-8.80aH.in). 9. 76-9. 94(2H.ni). 11.42(lH.s) 

2- [N- (2. 4. y h^'Xyy'^ju) ny} - 4 - [ (2- 

V-J\y • 2igifeig 
'H-NMR(DMS0-de)5 : 1.29-1. 36(12H.in). 2.68(3H.s). 
3.16-3.24(2H.in). 3. 52-3. 61(4H. m). 3.78(3H.s). 3.92(3H.s). 
4.08(3H,s). 6.88(lH.s). 7.50(lH.s). 8. 54-8. 63(1H. m). 
9.58-9.70(2H.iD). il.l6(lH.s) 

mtm 8 7 

2-[N-(2, 4. 5 - h U ^ h + T ? y] - 4 - [ [2 - 

MS(FAB.ni/z) : 425(MH*) 

IR(KBr)cr' : 1657. 1608. 1537. 1263, 1024 

'H-NMR(CDC£3U :2.65(3H.s). 2.87(2H.t). 3.60(3H.s). 3.65(2H.q). 
3.93(3H.s). 4.00(3H.s), 4.12(3H.s). 6.59(lH.s). 7.59(lH.t). 
7.76(lH.s). 7.78(lH.s). 11.03(lH.s) 
Umi^l 8 8 

2-[N-(2. 4. 5- h'jy h + i/A:>w>'t) y] -4- [ [2- 
(N-2-^ h^-y:r.^A-N-^'jyut°JlTl J) xf^A] Tiy^jl^r:- 
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MSCFAB.m/z) : 481(Mr) 

IR(KBr)cin-' : 1655. 1610. 1549. 1271. 1228. 1016 
'H-NMR(DMS0-de)<5 : 1.28(6H.d). 3. 22-3. 35(4H.m). 3.29(3H.s). 

3.67-3.74(5H.m). 3.78(3H.s). 3.93(3H.s). 4.08(3H,s). 6.89(lH.s). 

7.50(lH.s). 7.92(lH.s). 8.72(lH.t). 9. 96(2H. brs). lL32(lH.s) 

mm 8 9 

2- [N- (2, 4, 5- h^) / h^i/<y'/-(Jl) T i - 4- [ [2- 
IR(KBr)cni-' : 3322. 1655 

'H-NMR(DMS0-d8)d :2.40(3H.s). 2.76(6H.s). 2. 83-2. 95(2H. m). 
3.15-3.20(2H.in). 3. 43-3. 46(4H. in). 3. 50(4H. brs). 3.78(3H.s). 
3.93(3H.s). 4.07(3H.s). 6. 12(4H. s). 6.89(lH.s), 7.50aH.s). 
7.84(lH.s). 8.29(lH.t). 11.26(lH.s) 

mtm 9 0 

2- [N- (2. 4, 5 - h 'J y h + i/<>-/>r;[,) y ? y] _ 4 _ (■ |-2 _ 
CN- (3. 4-i?^ h^iyOi^jl) -N--< 7^0 hVUT ^ y ] x5-;l,] y 
i y :^7;L.-Jtx;i.] - 1, 3-^T«/-;l. 
IR(KBr)cni-' : 3339. 1671. 1658. 1611 

•H-NMR(CDCf 3)<? : 1.08(6H.d). 2.69(2H.t). 2. 95-3. 05(1 H. m). 
3.44(2H.q). 3.59(2H.s). 3. 79(3H. s). 3.8I(3H.s). 3.93(3H.s). 
3.99(3H.s). 4.02(3H.s). 6.57(lH.s). 6.78(lH.d). 6.92(lH.dd). 
6.98(lH.d\ 7.74(lH.s). 7. 74-7. 79C1H. m). 7.79(lH.s). 11.09(iH. s) 

mmm 9 1 

2- [N- (2. 4. 5 - h y h + ->A:> 7V;i/) T ^ y ] - 4 - [ [2 - 
[N- [2 - ( 3. 4 h^i/y^-Jl) JL^;l] -N-^ yyat'JlT i 

y] x^A] TiytUlyn-Jl-^ -1. 3-^TV'-A-.Jg^ig 
IR(KBr)cm-' : 3450. 1675. 1600. 1609 



-55- 



wo 96/36619 



PCT/JP96/01297 



'H-NMR(DMS0-ds)<5 : 1.32(6H. t). 3.07(2H. t). 3. 1 1-3. 40(4H. m). 
3.70-3.80(4H.m). 3.71(3H.s). 3.75(3H.s). 3. 79(3H. s)/ 3. 93(3H. s). 
4.08(3H.s). 6.79-6.93(3H.in). 7.51(lH.s). 7.91(lH.s). 8.77(lH.t). 
10.52ClH.brs). 11.34(lH.s) 

mmm s 2 

2- [N- (2-xh4^->-4, 5 -i^y h + i/^>7VA) y 5 y] - 4 _ 
IR(KBr)cin-' : 3314. 1661, 1611. 1545. 1514 

'H-NMR(CDCi3)5 :L69(3H.t). 2.29(6H.s). 2.53(2H.t). 3.51(2H.q). 
3.93(3H.s). 3.97(3H.s). 4.34(2H.q). 6.58(lH.s), 7. 70(1H, brs). 
7.74(lH.s). 7.77aH.s). 11.37aH.s) 

nmm 9 3 

2- [N- (4. 5-^y h^iy-2-^yynt'JlKi^'/^ ji) y] - 
IR(KBr)cin-' : 3308, 1673, 1661. 1613 

'H-NMR(CDCi3)d : 1.56(6H.d). 2.30(6H.s). 2.53(2H.t). 3.52(2H.q). 
3.93(3H.s). 3.96(3H.s). 4.75-^4.85(1^01). 6.59(lH,s). 7. 71(1H. brs). 
7.74(lH.s). 7.75(lH.s). 11.54aH,s) 

mmm 9 4 

2- [N- (4. 5-i?xh + i/-2-y h + ^A;>7VA) y^y] - 4- 

IR(KBr)cm-' :3300, 2980. 2960. 2600. 2500. 1670. 1650, 1600 
'H-NMR(DMSO-ds)d : l.ll(12H.d). 1.31(3H.t). 1.38(3H.t). 

2.75--2.85(2H,in), 3. 18-3. 35(2H. m). 3. 35-3. 45C2H. m). 3. 80(2H. brs). 

-1.02(2H.q). 4.04(3H.s). 4.20(2H.q). 6.59(2H.s). 6.85(lH,s). 

7.49(lH.s). 7.83(lH.s), 8.37(IH.brs). 11.29(lH,s) 

mmm 9 5 

2- [N- (2-^>i^ji:t^iy-A, h^-yKyy^ji) Tin 
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)l 

IR(KBr)cni-V- 3318. 1671. 1647. 1607 

'H-NMR(CDCi3)(!) :2.32(6H.s). 2.54(2H.t). 3.55(2H.q). 3.93(3H.s). 
3.94(3H.s). 5.33(2H.s). 6.65(lH.s). 7. 25(1H. brs). 7. 42-7. 57(5H. ni). 
7.72(lH.s). 7.78(lH.s). 11.19(lH.s) 

nmm % 6 

2- [N- (2-h Ko4^i/-4. S-i^y h + ^^>y>r;l.) TIJ-] -4 
• 2 Igifig 

MSCFAB.m/z) : 409(MH*) 

IRCKBr)cm-' : 2976. 1647. 1560. 1269. 1213 

'H-NMR(DMS0-d.)5 : 1.23(6H.d). 3. 07(2H. brs). 3. 33(1H. dt). 

3.55-3.62(2H.iii). 3.77(3H.s). 3.81(3H.s). 6.89(lH.s). 7.50(lH.s). 

7.90(lH.s). 8.64~8.70(3H.in). 11.80(lH.s). 12. 02(2H. brs) 

mmm 9 7 

2- [N- (2-t Kn4=-i/-4. % - / V^iy-<y^/^ )l) T$y] -4 

- [ [2- (N-^f-^L-N-^yyobVUT^y) T $ y 7!7;^,-^f - ;u] 

- 1 . 3 -f^T'/-;b . 2^m^ 
MS (FAB. m/z) : 423 (MH*) 

IR(KBr)cin-' : 3010. 1662. 1551. 1292. 1213 

'H-NMR(DMS0-d,)(5 : 1.24(6H.dd). 2.72(3H.d). 3. 07--3. 14(1H. m), 

3.26~3.33(lH.iii). 3. 58-3. 65(3H. m). 3.77(3H.s). 3.81(3H.s); 

6.88(lH.s). 7.50(lH.s). 7.90(lH.s). 8.71(lH.t). 9. 80(1H. brs). 

11.79(lH.s). 12. 02(2H. brs). 

umm 9 8 

2- [N- (2-t Ko4^->-3. A-i^/ h + i>^>W;U) T~ y] -4 

- [ [2- (N-if-A--N-^V7-Dh-;l.T$y) xf-;b] T IJ ti 

- 1 . 3 -f-T7'-;L . 2^m^ 
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MSCFAB. m/z) : 437(MH*) 

IR(KBr)cin-' : 3010, 1660. 1551. 1520, 1292. 1161 
>H-NMR(DMSO-de)d : 1,24-1. 31 (9H.m). 3. 10-3. 35(4H,in). 

3.59-3.67(3H,in). 3.77C3H.S). 3.82(3H.s). 6.84(lH.s). 7.50(lH.s). 

7.90(lH.s). 8.72(lH.t). 9. 56(1H. brs). 11.78(lH.s), 12. 00(2H. brs) 

mmm 9 9 

2- [N- (2-h Ko + ->-4. 5-i^y y^y] -4 

- [ [2- (N-^y:/otVU-N-n-:/Dt'AT^y) xf-;^,] y^y^^u 
.tCx;U] -1,3 -f-T7-;L' • 2tgi|:g 

MSCFAB. m/z) : 451 (MH*) 

IR(KBr)cni-' : 2980, 1672, 1641, 1600. 1265. 1213 
'H-NMR(DMSO-d,)o :0.93(3H.t). 1.27(6H.d). 1.75(2H.dt). 

2.98-3.16(3H.in). 3.23-3. 30(lH.in). 3. 62-3. 66(3H.n)). 3.77(3H.s). 

3.81(3H.s). 6.9iaH.s). 7.49(lH.s). 7.90(lH.s). 8.76(lH.t). 

9.85(lH.brs). 11.79(lH.s). 12. 02(2H, brs) 

mmm i o o 

2- [N- (4 - t Kn4^i>- 2. 5-i^y h + i^A:>'/^;i,) ycyj .4 
- [ (2-i^y^Ay$yxf^;i.) r i y ji^.^ji] - 1, 3-^y7-;i,. 

IR(KBr)cin-' : 3386. 3291. 1647. 1607. 1527 

'H-NMR(DMS0-ds)(5 :2.83(6H.s). 3. 24-3. 33(4H. m). 3. 50-3. 61(2H. m). 
3.80(3H,s). 3.97(3H.s). 6.01(2H.s). 6.74(lH.s). 7.53(lH.s). 
7.87(lH.s). 8.50-8.70(lH.m). 10.30(lH.s). 11.16(lH.s) 
^t&m 1 0 1 

2 - [N- (4 - b Kn + ^- 2. 5 - ^ h^iy<yy'-( JV) T i j] - 4 
IR(KBr)cni-' : 3308. 1674 

'H-NMR(DMSO-d«)d :1.24(6H.d). 3. 00-3. 13C2H. ni). 3. 26-3. 38(1H. ra). 
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3.56~3.66(2H.ni). 3.80(3H.s). 3. 90-4. 10(1H. m). 3.98(3H.s). 
6.78C1H.S). 7.52aH.s). 7.89(lH.s). S.SSOH.t). 8. 70-8. 95(2H. br). 
11.22(lH.s) 

Mmm 1 0 2 

2- [N- 5 - y h^'Xyy'^jl) Tin -A 

-1. 3 -5^T7-;u • i^iej^ 
IR(KBr)cin-' : 3200. 1684 

'H-NMR(DMS0-d6)<5 : 1.25(6H.dd). 2.71(3H.d). 3. 01-3. 16(1H. m). 
3.22-3.36(lH.in). 3. 51-3. 78C3H. m). 3.80(3H.s), 3.98(3H.s). 
3.80-4.00(lH.in). 6.78(lH.s). 7.52(lH.s). 7.89(lH.s). 8.66(lH.t). 
10. 20-10. 30(lH.br). lL22(lH.s) 

^t&m 1 0 3 

2- [N- (4-\iVa^iy-2. h^->Ky^/^ji) Tin -4 

- [ [2- (N-OL^Jl-N-^yyai^jiTiJ) x^;l,] T i y t JV^:-j\.2 
-1. 3 -i-ry'-ju ' 

IR(KBr)cin-' : 3200. 1675 

'H-NMR(DMS0-d6)(y : 1. 22-1. 31(9H. m). 3. 10-3. 30(4H. m). 
3.60-3.75(3H.in). 3.80(3H.s). 3.98(3H.s). 6.74(lH.s). 7.52(lH.s). 
7.89(lH.s). 8.60-8.70(lH,in). 9. 30-9. 40(1H. br). 10.30(lH.s), 
11. 18(lH.s) 
1 0 4 

2- [N- (4-t Kd + ->-2. 5-^> h^UO^/^fjl) TiJ] -4 

- [ (2-i>-i'7yohVUT$yx5-A) - i, S-^-y/ 

IR(KBr)cni-' : 3570. 3200. 1655. 1603. 1561 
'H-NMR(DMS0-de)(5 : 1.29(12H.d). 3. 10-3. 75(8H. in). 3.80(3H.s.). 
3.97(3H.s). 6.03(2H.s). 6.74(lH.s). 7.52aH.s). 7.89(lH.s). 
8.56(lH.brs). 10.32(lH.s). 11.17(lH.s) 
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mmm 105 

2- [N- (4 - t Kn4=->'-2. 5-^^ b^'Xyy'^jl) y^y] -4 
- C [2- (N-^7ynbVU-N-n-:/nhVl.T$y) i^^^u] t = 
- 1 , 3 --f T7-;u • 2fgi^ig 
IR(KBr)cin-' : 3400. 3200. 1686. 1665. 1617, 1553 
•H-NMR(DMS0-d6)d : 0.93(3H.t). 1.27(3H.d). 1.28(3H.d). 

I. 73~1.82(2H.in). 3. 00-3. 17(4H.iii). 3. 20-3. 35(1H. m), 

3. 57-3. 78 (2H. in). 3.80(3H.s). 3.98(3H.s). 6. 00-6. 30(2H. br). 
6.79(lH.s). 7.52aH.s). 7.89(lH.s). 8.70(lH.t). 10.20(1H. brs). 

II. 22(lH.s) 
^tlkm 1 0 6 

2- [N- (5-h Ko + i/-2. A-i^/ h + >'^>'/>r y] -4 
- [ (2-i^^7:/nf^l.y^yi^;U) ^fjJl7f.-jl] - 1, 3-5^y./ 
• ym^ 
IR(KBr)cr' : 3650, 3200, 1663. 1541 

'H-NMR(DMS0-d«)5 : 1.30(12H.d). 3. 19(2H. brs). 3. 33(2H. brs). 
3.56(2H.brs). 3. 68(2H. brs). 3.92(3H.s). 4.04(3H.s). 6.02(2H.s). 
6.84(lH.s). 7.42(lH.s). 7.88(lH.s). 8. 55(1H. brs). 9.15(lH.s). 
11.22(1H. s) 
10 7 

2 - [N- (4, b-i^\iVu^iy-2-/ h^-yKyy'^ji) y ^ y] -4 
- [ (2 - i^^ yz^n t'ATl y Ti^tlJlt::=-A] - 1, 3-f-y/ 

IR(KBr)cm-' : 3400. 1655. 1607 

'H-NMR(DMS0-d6)5 : 1.31(6H.d). 1.34(6H.d). 3. 15-3. 18 (2H, in). 
3.60-3.75(4H.ni). 3.96(3H.s). 6.69(lH.s). 7.44aH.s). 7.85(lH.d). 
8.66(lH.t). 9.20(lH.s), 9. 70(1H. brs). 10. 10(1H. s), 11.18(lH.s) 

umm 1 0 8 

2- [N- (2. 4 -i^hKD + i/-5-y h4=-^A:>./^;l,) y .^3 _4 
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'H-NMR(CDCi3)(5 :1.46a2H.d). 1. 84-^1. 89 C2H. ni). 3. 21'-3. 27(2H. m). 
3.65-'3.78(2H.ni). 3. 92-3. 98C2H. m). 3.94(3H.s). 6.58(lH.s). 
7.54(lH.s). 7.80(lH.s). 8. 97-9. 05(lH.ni). 10. 79-10. 92(2H. m). 
11.45(lH,s) 

^t&m 1 0 9 

2- [N- (2-T-tr5^A3h+i/-4. 5 - ^ h^i^Ky^^ ju) y^y] 

-4- [ (2-i?^v:/^h•;^T^yxf•;^) r i j -i. a-f- 



Tin - 4- [ (2-S>^7ynbVUT^yx5^;|,) T ^ y ;!7;l.;Jt- -i. 

LXUBit^^ 3 . 3 3 g ^ntzo 9 1 %o 
'H-NMR(DMS0-de)5 : 1.31(6H.d), 1.35(6H.d). 3. 19(2H. brs). 
3.59-3.69(4H.in). 3.83(3H.s). 3.87(3H,s). 6.91(lH.s). 7.42(lH.s). 
7.91(lH.s). 8.44(lH.t). 10. 07(1H. brs). 12.49(lH.s) 
Mt&Ml 1 0 

2 - [N- (2 - ^no - 4. 5 - / h ^ jl) t i J ] - 4 - 

'H-NMR(CDCi3)d :2.27C6H.s). 2. 52-2. 57(2H. m). 3. 51-3. 55(2H. m). 
3.94(3H.s). 3.96(3H.s). 6.93aH.s). 7.53(lH.s). 7.55(lH.s), 
7.79(lH.s), 10.50C3H,brs) 

Mmm 1 1 1 

2- CN- (2-^on-4. 5 - > h + ^/a: > ;^) y ^ ^ 3 _ ^ _ 
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'H-NMR(CDCf 3)0 : 1.44-1. 53(12H.in). 3. 39-3. 50(2H. m). 
3.48~3.82(4H.in). 3. 71-3. 93(2H, m). 3.95(3H.s). 4. 02(3H. s). 
6.9b-7.02(lH.ni). 6.96aH.s). 7.57(lH.s). 8.38(lH.s). 
9.60-9.75(lH.m). 10.10 -10. 37(1H. m). 13. 46-13. 68(1H.id) 
Mm&l 112 

2- [N- (2-7'D^-4. h^'XyV-iJi.) TIJ] - 4- 

IR(KBr)cr' : 3250. 1690, 1597, 1559 
'H-NMR(DMSO-de)o : 1.31(6H,d). 1.35(6H.d). 3. 17(2H. brs). 
3.50-3.70(4H.m). 3.81(3H.s), 3.85(3H.s). 7.24(lH.s), 7.26(lH.s), 
7.95(lH.s), 8.44(lH.t). 10. 19(2H. brs). 12. 72(1H. brs) 
^il^dl 1 3 

2- [N- (4. ^-'J:f. h + i/-2- - hoA:>yVA) T$y] - 4- 

;[/ 

MS (FAB. iD/z) : 480 (MH*) 

IR(KBr)cni-' : 1549. 1523. 1294. 1059 

'H-NMR(CDCi3)d :0.98(12H.d). 2.62(2H.t). 2.99(2H.dt). 

3.29(2H.q). 3.97(3H.s). 4.02(3H,s). 6.99(lH.s), 7. 36(1H. brs). 

7.63(IH.s), 7.74(lH,s) 
%W\ 114 

2-[N-(2-T$y-4. 5->?^ h + i/<>'/-r;u) T^y] - 4- 
[ (2-i^^77'nh-AT^yx5^;U) T 5 7 ;57 ^b^Ji'xyH - 1, S-f-yy. 
^t' • 2iMifm 

'H-NMR(DMSO-de)o : 1. 30-1. 37(12H, m), 3. 18(2H. brs). 
3.60-3.69.(4H.in). 3.80(3H.s). 3.81(3H.s). 4. 25-5. 75(4H. m). 
6.82(lH.s). 7.52(lH.s). 7.93(lH,s). 8.50(lH.t). 10.15(lH.s) 
^JSi5»Jl 1 5 
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2 - [N- (4. h^'>- 2-yjl^aKy^/^j\,) r ^ y] - 4 - 

MSCFAB. m/z) : 453(MH*) 

IR(KBr)cin-'. : 1662. 1545. 1354. 1273 

'H-NMR(DMS0-d,)<5 : 1. 29(12H. d). 3. 19(2H. brs). 3. 55(2H. brs). 
3. 67(2H. brs). 3.82(3H.s). 3.86(3H.s). 6.02(2H.s). 7.07(lH.d). 
7.31(lH.d). 7.92(lH.s). 8. 39(1H. brs). 8. 56(2H. brs). 12.11(lH.s) 

ummi 1 6 

2- [N- (4-Tiy-2, 5-9/ h^-y<yV^;l) TiJ] -4- 
[ (2-i;^ vynhVUT^yxf^Vl.) T^y^;l..-K-;U] - 1, 3-f-T./_ 

'H-NMR(DMS0-d6)dr : 1. 07^1. 12(12H. m). 2.72 --2. 76(2H. m). 
3.17-3.22(2H.ni). 3. 31-^3. 42(2H. m). 3.80(3H.s). 3.95(2H.s). 
4.0I(3H.s). 5.95(lH.s). 6.59(2H.s). 6. 78(1H. s). 7.39(lH.d). 
7.77(lH.d). 8.31~8.33aH.ni). 8.81(lH.s). 11.14(lH.s) 

mmm i i 7 

-4- [ (2-i?^7yDh';bT$yif-;i.) T$y7t7y^.-}t•^;^] - i, 3-5. 

'H-NMR(CDCi3)<5 : 1.08(12H.d). 1.61(lH.s). 2. 67--2. 72(2H, m). 
3.05-3.12(2H.in). 3. 40-3. 43(2H. m). 3.95(3H.s). 4. 10(3H. s). 
7.75(lH.s). 7.82(lH.s). 8.08(lH.s). 8.38(lH.s). S.BBOH.s). 
11.18(1H. s) 

nmmi i s 

2- [N- (4-T^^JlTiJ-2. h + i/A:>y'^;t,) y J 

'H-NMRCDMSO-dOd : 1. 33-1. 37(12H. m). 2.18(3H.s). 3. 15-3. 17C2H. m). 
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3.56-3.70C4H,ni). 3.89(3H.s). 3.98(3H.s). 4. 90-5. 20(2H. m). 
7.55(lH.s). 7.91(lH.s). 8.22aH.s). 8. 65-8. TSOH. m). ' 9. 50(1H. s). 
lO.OSOH.s). 11.42aH.s) 

mmmi i 9 

2- [N- (2. B -i?/ A-::.h^<yV>f Jl) TiJ] - 4- 

'H-NlllR(CDCi3)5 :1.42-1.54(12H.ni), 1.57(2H.s). 3.20-3.22(2H.in). 
3.61-3.64(2H.in). 3. 92-4. 01(2H. m). 4.01(3H.s). 4.23(3H.s), 
7.55aH.s). 7.86(lH.s), 8.06(lH.s). 9. 10-9. 20(1H. ni). 
11. 20-11. 30(lH.m). 11.46(lH,s) 

Mmm 1 2 0 

2 - [N- (4 -7'0^- 2, 5-i;^y y J _4_ 

[ (2-i?>ry7'ohVl.Tiyxf-;i,) Tiy:?t7;u.t'-;i/] -1, s-^y./. 

-^1/ • iritis 

'H-NMR(CDCi3)<5 : 1.43(6H.d), 1.53(6H.d), 3. 15-3. 30(2H. m). 
3.50-3.65(2H.ni). 3. 90-4. 05(2H. m). 3.94(3H.s). 4.17(3H.s). 
7.29(lH.s). 7.81(lH.s). 7.82(lH.s). 9. 07(1H. brs). 11. 25(1H. brs). 
11.40(lH.s) 

nmm i 2 1 

2- [N- (4-7'D^-2-h Kn + i/-5-y h^'>-<yV^Jl) TiJ] 

-4 - [ (2->^>r7 7-Df;i.Tiyx^;u) Tij^ji^:-jv2 -1. 3-5. 

'H-Nli(R(CDCi3+5MsOD)5 : 1.40-1. 50(12H.ib). 3.28(2H.t), 
3.37-3.75(2H.ni). 3.88(2H.t). 3.95(3H.s). 7.37(lH.s). 7.66(lH.s). 
7. 84(lH.s) 
12 2 

2- [N- (4. 5-i^.:^On.-2-y h + S/A:>./^;|,) y ^yj 
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'H-NMR(CDCi3)<5 :1.43(6H.d). 1.52(6H.d). 3. 20(2H. brs)/ 
3.57-3.64C2H.II1). 3. 90-4. 00(2H. m). 4.21(3H.s). 7.17(lH.s). 
7.82(lH.s), 8.35(lH.s). 9. lOClH. brs). 11.21(lH.s) 

nm^i I 2 3 

2 - [N- (4 , 5 - t^i7 nn- 2 - t Ko^>/a:>v^;1,) y ? y] _ 4 
- [ (2-i;-<7yDtVUT$yxf^7l.) T^y:^;^#•-;^] - j. s-f-y/ 

'H-NMR(CDCi3)(y :L45(6H.d). 1.53(6H.d). 3. 32(2H. brs). 3. 66(2H. brs). 
3.96(2H.brs), 7.30(lH.s). 7.82(lH.s). 8.22(lH.s). 8.97aH.brs). 
10.49(1H. brs) 

^mm 1 2 4 

2- [N- (4-T^y-5-:7nn-2-y h + ix/Oy^;!.) y] - 

IR(KBr)cm-' : 3400. 3350. 3220. 1655. 1601 

'H-NMR(CDCi3. «!l^^«:lifreebasei*:)d :2.30(6H.s). 2.53(2H.t). 

3.53(2H.q). 4.07(3H.s). 4. 59(2H. brs). 6.35(lH.s). 7.73(lH,s). 

7.45ClH.brs). 8.19(lH,s). 10.79(lH.s) 
Ut^m 1 2 5 

2 - EN- (4-T^y-5-^nD-2-yh + i/A:>-/^;f) T^y] - 

'H-NMR(DMS0-d6)(5 : 1. 32-1. 37(12H. m). 3. 10-3. 25(2H. m). 
3.60-3.75(4H.ni). 3.98(3H.s). 4. 77(3H. brs). 6.61(lH.s). 7.80(lH.s). 
7.84(lH.s). 8.70(lH,t). 10.20(lH.s). 11.03(lH.s) 
MMl 1 2 6 

2- [N- (4-7^^)lTiJ-5-i;nn-2-/ h^-yKyy^ji) y 
IJ'\ - 4- C (2-i;^'7 7'otVUT^yi5^;b) T ^ y ;^ yU.iC - ;^] -1,3 
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'H-NMR(DMSO-d,) <5 : 1. 32(6H. d). 1. 35(6H. d). 2. 19(3H. s). 3. 17(2H. brs). 
3.29(2H.brs). 3. 50-3. 75(2H. m). 3. 96(3H. s). 7.84(lH.s), 7.9I(lH.s). 
7.92(lH.s). 8.61(lH.brs). 9.65(lH.s). 10. OKlH. brs). lL62(lH.s) 

mmm 1 2 7 

2- [N- (2. 4. / h^i/^>V>(Jl) TiJ] -4- 1(2- 

T'/-Jl 
MSCFAB. m/z) : 466(MH*) 

IR(KBr)cin-' : 3432. 3289. 1669. 1609. 1545. 1516 
'H-NMR(CDCi 3)5 ; 3. 34-3. 39(2H. m). 3. 57-3. 61(2H. m). 

3.64-3.76(2H.ni). 3. 89(3H. s). 3. 92-4. 07(5H. m). 4. 15(3H. s). 

6.60aH.s). 7.76-7.81(3H.in) 
^SI«»J 12 8 

2-[N-(2. 4. 5 - h U y h + T 5 y] - 4 - [ [2 - 

MSCFAB. m/z) : 432(MH*) 

IR(KBr)cni-' : 3537. 3424. 3308. 1653. 1611. 1541. 1518 
'H-NMR(CDCi3)<5 :3.73-3.79(2H.ni). 3.92(3H.s). 3.99(3H.s). 

4.13(3H.s), 4.21-4.25(2H.m). 6.59aH.s). 6. 98-6. 99(1 H. m). 

7. 31 (IH. brs). 7.53(lH.s). 7. 77-7. 79(2H. m). ll.Ol(lH.s) 

umm 1 2 9 

2 - [N- (4-TiJ-2-t Kd + ->- 5 - y h^-yO^/^jl) Ti J] 
- 4 - [ (2 - S^-<7:/o f;UT$ yxf-;|.) y $ y ;u] - 1 , 3-5. 

'H-NMR(DMS0-de)<5 : 0.91-1. 30(2H.in). 2. 48-2. 51(2H. m). 
2.55-2.82(2H.in). 2. 98-3. 38(4H. ni). 3.76(3H.s). 5.74(lH.s). 
6.57(lH.s). 7.33(lH.s). 7. 66-7. 69(1H. m). 8. 03-8. 50(1H. in). 
8. 58-8. 61 (IH. m) 
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mmm i s o 

2- [N- (4-*;L'$;i.t$ y-2-t + h^i/^>7V;L') 
T$y] -4- [ (2-i^^vyDf;bT$ yxf-;U) T > y ;57 - i, 

'H-NMR(DMS0-de)5 : 1.25-L36(12H.ni). 3.09-3.22(2H.m). 
3.41-3.56(2H.in). 3.56(lH.s). 3. 51-3. 77(2H. m). 3.88(3H.s). 
7.57aH.s). 7.89(lH.s). 8.22(lH.s), 8.38(lH.s). 8. 60-8. 72(1H. m). 
9.37-9.51(lH.m). 10.02(lH.s) 

nmm i 3 1 

2- [N- (2-/ h^i/- 4- /^Jl-5-:^hrjKyV4 Jl) Tiy] - 

'H-NMR(DMSO-ds) 5 : 1.30-1. 36(12H.ni). 2.67(2H.s). 3.17(2H.s). 
3.57(3H.s). 3. 55-3. 71 (2H. in). 4.05(3H.s). 7.37(lH.s). 7.94(lH.s). 
8.42(lH.s). 8.50-8.61(lH.in), 9.76-9.89aH.m). 12.03(lH.s) 

nmm 1 3 2 

2-[N-(2, 4-i^yh + i/-5--|.n/^>-/^;i,)Tcy]_4_ 
[ (2-i^>fyzrat'JlT i y:r.^;l) T i J :^ JlTf.^fl} -1, 3_^yy_ 

'H-NMR(DMS0-de)5 : 1. 30-1. 36(12H. m). 3.14 -3.22(2H.m). 
3.40-3.71(4H,in). 4.09(3H.s), 4.13(3H,s). 7.00aH.s), 7.92(lH.s). 
8.42aH.s). 8.55-8.64(lH.in). 9. 79-9. 88(1 H. m). 11.76(lH.s) 

umm 1 3 3 

2- [N- (5-T$y-2. A-i^ / Jl) T i J] - A - 

l(2-i^^yfcit'JlTiJjL=^Jl)TiytJlt:::.;V2 - I, z-^T-/- 

'H-NMR(DMS0-ds)5 : 1. 30-1. 36(12H. m). 3. 16(2H. s). 3.29-3. 42(4H.ni). 
3.52-3.73(2H.in). 4.05(3H.s). 4.11(3H.s). 7.01(lH.s). 7.91(lH.s). 
7.97(lH.s). 8.62-8.71(lH.in). 9. 77-9. 89(2H. m). 11.43(lH.s) 
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^mm 1 3 4 

2- [N- (5-;fwl.^;l.T$y-2, 4 - h + i/A^^y^^f) T ^ y ] 

'H-NMRCDMSO-ds)^) : 1. 30-1. 36(12H. m). 3. 10-3. 23(2H. m). 
3.54-3.75(4H.iii), 4.01(3H.s). 4.08C3H.S). 6.92(lH.s). T.SaClH.s). 
8.28(lH.s). 8.64-8.68(lH.m). 8.72(lH.s). 9.70(lH.s). 
9.69~9.80(lH.in), ILSBOH.s) 
MMl 1 3 5 

-4- [ (2-i^^7:/nt:VUT^yx5^;l,) T i J t J\.^:^Ji:\ -1, 3-f. 

'H-NMR(CDCi3)(5 : 1.02-1.14(12H.in). 2.19(3H.s). 2. 62-2. 78(2H. m). 
3.01-3.18(2H.ni). 3. 37-3. 49(2H. m). 3.98(3H.s). 4.09(3H.s). 
6.54(lH.s). 7.40(lH.s). 7. 61-7. 72(2H. m). 9.04(lH.s). 10.89aH.s) 

Mmm 1 3 6 

2- [N- (4-y h + i/- 3 hoA:>-/^;l,) TJy] _4_ [(2- 

'JDt 

•H-NMR(CDC^ 3) <5 : 1.30-1. 36(12H.in). 3. 19(2H. brs). 3.54(lH,d). 
3.60-3.70(4H.m). 4.04(3H.s). 4. 30(1H. brs). 7.92(lH.s). 
8.33-8.37(lH.in). 8. 47(1H. brs). 8. 67-8. 71(1H. m). 9.91(lH.brs) 

nmm 1 3 7 

2- [N- (3-T$y-4-y h + ->A:>7V;l.) y^y] - 4- [(2- 
i^-Y 7:/D fAT ^ yx^;U) T $ y ;^ ;U4tx A] -1. 3 - f^T 7'- A • 2 

'H-NMR(DMS0-d6)(5 : 1. 30-1. 36(12H. m). 3. 19(2H. brs). 
3.60-3.75(4H.iD). 3.94(3H,s). 4. 70(3H, brs). 7.17(lH.d). 7.76(lH,s). 
7.86(lH.d). 7.91(lH.s). 8.41(lH.t). 9. 94(1H. brs). 12. 60(1H. s) 
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nmm 1 3 8 

2- [N- (3-t^JliJ\,Ti^-4->^ h^-><>V^Jiy T - 4- 

'H-NMR(DMS0-de) 5 : 0. 98-1. 05(12H. m). 2. 49-2. 51(2H. m). 2. 99(2H. brs). 
3.20-3.40(2H.iii). 3.95(3H.s). 7.21(lH.d). T.ySClH.s). 7.78(lH.s). 
7.91(lH.dd). 8.35(lH.d). 8.85(lH.d). 9.8iaH.s). 12. 52(1H. brs) 
1 3 9 

2- [N- (3-Tirf;UT$y-4-y Y^^y^y^J^)l^ y^y] -4- 
[ (2-i;?>f VTrotVUT^ yx^;l.) y U t, - 1, S-f-TV- 

'H-NMR(DMSO-ds)d : 1.30-1. 36(12H,in). 2.12(3H.s). 3. 17(2H. brs). 
3.60-3.75(4H.id). 3.93(3H.s). 7.21(lH.d). 7. 89-7. 93(lH.in). 
7.90aH.s). 8.41(lH.t). 8.66(lH.s). 9.31(lH.s). 9. 74(1H. brs). 
12. 60(1H. s) 

1 4 0 

2- [N- (3-y h*:/-4-^hnA:>-/^;i,) -i^- 1(^2- 

•H-NMR(DMS0-d6)5 : 1.32(12H.brs). 3. 19(2H. brs), 3. 64(4H, brs). 
4.04(3H.s). 7.72(lH.d). 7. 98-8. 05(2H. m). 8.40(lH..s). 9. 70(1H. brs). 
13. 15 (2H. brs) 
^lii^Jl 4 1 

2 - [N- (4-T$>'-3-y h^-i/O-Z-f^U) T$y] - 4- [ (2- 

'H-NMR(DMS0-de)(5 : 1. 30-1. 37(12H.m). 3. 17(2H. brs). 3.60 -3. 90(4H. m). 
3.90(3H.s). 5.63(3H.brs). 6.9lClH.d). 7.61(lH.d). 7.67(lH.s). 
7.89(lH.s). 8.44(lH.brs). 10. 15(1H. brs). 12. 40(1H. brs) 
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^mm 1 4 2 

2 - [N - ( 4 - ^ ;l/T ^ y - 3 - ^ h + -> a: > y-^ jiy y ? y ] _ 4 _ 

'H-NMR(DMSO-de)d : 1.01-1. 08(12H.in). 2.61(2H.t). 3. 00-3. 20(2H. m). 
3.29(2H.q). 3.40(2H.brs), 3.97(3H.s), 6.58(lH.s). 7.74(lH.d). 
7.80(lH.d). 7.82(lH.s). 7.95aH.t). 8.37(lH.d). 8.38(lH.s). 
9. 98(1H. s) 

mmm 1 4 3 

2- [N- h^i/^yV>(Jl) Tly] - 4- 

•H-NMR(DMS0-d6)o : 1.30-1. 37(12H.in). 2. 15(3H. s). 3. 19(2H. brs). 
3.47(lH.brs). 3. 55-3. 70(4H. m). 3.96(3H,s). 7.58(lH.d). 7.69(lH,d), 
7.86aH.s). 8.24(lH.d). 8.43(lH.t). 9.37(lH.s). 9.96(lH.brs) 
14 4 

2 - [N- (4-TW-2-y h4-i/0'/-fJl) TiJ2 - 4- [ (2- 
>''r 7 ^ □ f;tT ^ y T i y :«7;i'4-'-;i/] -i, s-^tV-a 
'H-NMR(CDCj?3)d : 1.07(12H.d). 2. 67-2. 71(2H. m). 
3.03-3.13(2H.in). 3. 37-3. 44 (2H. m). 4.04(3H.s). 4.21(2H.s), 
6.24-6.26(lH.iii). 6. 38-6. 42(1H. m), 7. 67-7. 76 OH. m). 7.69(lH,s). 
8.07-8.11(lH.in). lO.gOQH.s) 

umm 1 4 5 

2- [N- (4-t^Jll)lT i J - 2- / h^yO'/^Jl) T$y] - 4- 

'1/ 

'H-NMR(CDC£3)d : 1.08(12H.d). 2. 68-2. 73(2H, m). 
3.03-3.U(2H.in). 3. 36-3. 45(2H. in). 4.13(3H.s). 6. 86-6. 90(1H. m). 
7.69-7.74(3H.in\ 8.01(lH.s). 8. 24-8. 29(1H. m). 8.48(lH.s). 
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11.02(1H. s) 

14 6 ' . 

2- [N- (A-T±^JlTiJ-2-/ h + .r^U) T^y] -4 

'H-NMR(DMSO-de)d : 1.24--1.46(12H,in). 2.11(3H.s). 3.17(2H.s). 

3.57-4.03(6H.ni). 3.99(3H.s). 7. 29-7. 33(1 H. m). 7.68(lH.s). 

7.87-7.90(2H.in). 8. 60-8. 65 (IH,™). 9,67(2H.s). 10.45(lH.s), 
11.36(lH.s) 

mmm 1 4 7 

2- [N- (3. h^i/-<yV^Jl) Tiy] -4 - [1- (4-i 

^5^^^T^y) f-<'Ji;-;|.] :^7;l.;J-r-;l.- 1. S-f-TV-^U 
MS(FAB.in/z) : 419(MH*) 
IR(KBr)cni-' : 1655, 1601. 1549, 1516. 1269 

'H-NMR(CDCi3)(5 :1.41-1.56(2H.ni). 1. 75-1. 95(2H. m). 2.30(6H.s). 
2.38-2.47(lH,iD). 2. 60-3. i5(2H. m). 3.96(3H.s). 3. 97(3H. s). 
4.25-4.70(2H.id). 6.96(lH.(i). 7.43(lH.s). 7. 48-7. 56(2H. m). 
9. 60(1H, brs) 

nmm 1 4 s 

2- [N- (3. 4-i^y h + i/OvV^O T$y] -4 - [1 - (4-y 

lR(K.Br)cni-' : 3084. 1655. 1601. 1547 
'H-NMR(CDCi3)d :2.30(3H.s). 2. 40(4H. brs). 3. 74 (4H. brs). 
3.95(3H.s). 3.96(3H.s). 6.94(lH.d), 7.47(lH.s). 7. 51(1H, dd). 
7.56(lH.d). lO.OO(lH.brs) 
Mt^m 1 4 9 

2-CN-(2, 4, 5-h'jy h^'>K:y/^ji) T$y] - 4- [ [ (2 



wo 96/36619 



PCT/JP96A)1297 



MSCEI.m/z) : 422(MO 

IRCKBr)cni-' : 3289. 1711. 1665. 1610 

'H-NMR(DMSO-de)d : 1.22(3H.d). 2.81(6H.s). 3. 08-3. 40(2H. m). 

3.79(3H.s). 3.93(3H.s). 4.08(3H.s), 4. 44-4. 48aH.in). 6.01(2H.s). 
• 6.88(lH.s). 7.51(lH.s). 7.89(lH.s). 8.33(lH.d). 8. 70-9. 50(1H. br). 

11.24(lH,s) . 

mmm 1 5 0 

2-[N-(2, 4. 5-h'J;'h + iyA:>y>r7t,)y^y]_4_(-(^_ 

MSCFAB, m/z) : 456(MHO 

IR(KBr)cni-' : 3335, 1659. 1640. 1609. 1516 

'H-NMR(CDCi3)d :2.95(6H.s). 3.93(3H.s). 4.00(3H.s). 4.17(3H.s). 
6.61(lH.s). 6.76(2H.d). 7.58(2H.d). 7.83(lH.s), 7.84aH.s). 
8.87(lH.brs). 11. 06(1H. brs) 

Mmm 1 5 1 

2- [N- (2, 4. S- hO / h^i^O^/^ Jl) T i ^2 - 4- I 14- 

MS (FAB. m/z) : 435 (MH*) 

IR(KBr)cin-' : 3519. 3357. 1655. 1611, 1538 

•H-NMR(CDCi3)(5 : 1.61-1.75(2H.ni), 2. 03-2. 24(5H. m). 2.34(3H.s), 
2.87-2.92(2H,in). 3.93(3H.s). 3. 99(3H, s). 4.15(3H.s). 6. 60(1H. s). 
7.08(lH,brd)..7.76(lH.s). 7.78(lH.s), 11. OSClH. brs) 
nmBi 15 2 

2- [N- (2, 4. ^-h*) ;f h^i/^y^/^Jl) Ti J] - 4- [ I [2 
- (1 -:f^JVt'<^)i^^Jl) ] /^Jl} TiJtlJl:ns^)\,:\ - 1. Z-^T'/ 

MSCFAB. m/z) : 449(MH*) 

IR(KBr)cm-' : 3185. 1665, 1607. 1551 

'H-NUR(DMS0-d6)<5 :i. 79-1. 98(6H. m), 2. 80-2. 83(3H. m), 
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3.05-3.55(4H,m). 3. 79(3H, s), 3.93(3H.s). 4.10(3H.d). 4. 42(1H. brs). 
6.88(lH,s). 7.50(lH.d). 7.89(lH.d). 8. 39(0. 5H. d). 8. 69(0. 5H. d). 
10. 98(0. 5H. brs). 11. 30(0. 5H. brs). 11.38(2H.brs) 

nmm 153 

2- [N- (4. 5 - ;t h^i/- 2 - t h'a^i/^yy'^ )i) y^yj _^ 

IR(KBr)cni-' : 3185. 1665. 1607. 1551 

'H-NMR(DMSO-de) 6 : L 23-1. 42(12H. m). 3. 28-3. 48(2H. m). 

3.65-3.71(2H.in). 3.78(3H.s). 3.82(3H.s). 4. 52-4. 63(2H. m). 

6.70(lH.s). 7.60(lH.s). 8.18(lH.s). 9.84(lH.s). 11. 91-11. 98(1H. in). 

12. 28(1H. s) 

mmm 1 5 4 

2- [N- (2-/ h + i/-3, 4-/^^)7=y':^t^iyO'/^Jl^) y] 
-4- [ (2--:;>r7>^ohVl.T> Ti^:/jjlt::^ji:\ - 1, 3-^ 

IR(KBr)cm-' : 3250. 1653. 1541 

'H-NMR(DMS0-de)(5 : 1.30(12H.d). 3. 10-3.25(2H.iJi). 3. 50-3. 72(4H. m). 
3.99(3H.s). 6.03(2H.s). 6.13(2H.s). 7.09(lH.s). 7.41(lH.s). 
7.89(lH,s). 8.52(lH.brs). 8.60(2H.brs). 11.34(lH.s) 
15 5 

2- [N- [2- (2--:^/i-JiTiJx.^JlTiJ) -4. 
-O'/^Jl] Tin - 4- [ (2-i^y^JVTl^x.^Jl) TiJi7Jl:r:-jl2 
- 1 . 3 -^TV-Jl • 3JEifJg 
IR(KBr)cm-' : 3030. 1655. 1560, 1538 
'H-NMR(DMSO-de) 6 : 2. 70-2. 90(12H. m). 3. 20-3. 30(4H. ui). 
3.60-3.75(4H.in). 3.78(3H.s). 3.91(3H.s). 6. 10(3H. brs), 6.46(lH.s). 
7.53(lH.s). 7.93(lH.s). 8.32(lH.t). 10. 40(1H. brs). 10. 90(1H, brs) 

nmm 1 5 6 
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2- [N- (3 --h^^y/^ Jl) Tiy] -4- [ 'jya\^jl 

'H-NMR(DMS0-d6)d : 1.31(6H.d). 1.34(6H.d). 3. 20(2H. brs). 
3.60-3.68(4H.in). T.SSOH.dd). 7.99(lH.s). 8. 48-8. 52(2H.m). 
8.94(lH.dd). 9.63(lH,s). 13.21(lH.s) 
15 7 

2- [N- (3-T^ yA:>./^;|,) y.y] _4_ f ( £ - i^^T V ^ D f;i. 

'H-NMR(DMSO-de)o :0.98(12H.d). 2. 51(2H. brs). 2. 99(2H. brs). 
3.20~3.40(2H.m). 5.37(2H.s). 6. 78'-6. 82(1H. m). 7. 14-7. 22(3H. m). 
7.78(lH.s). 7.82(lH.brs). 12.43(lH.s) 

nmm 1 5 s 

2- [N- (3-:f>;I.= ;UT> yA:>y^;i,) y.yj _4_ ^ (g-^^y 

•H-NMR(DMSO-de) 6 : 0. 99(12H. d). 2. 56(2H. brs). 3. 00(2H. brs). 
3.15-3.35(2H.in). 7.50(lH.d). 7.70-7. 9 1(4H.id). 8.25(lH.s). 
8.34(lH.s). 10.40(lH.brs). 12. 70(1H. brs) 

mmm 1 5 9 

2- [N- CS-T-ti^JlTiyKyy'>(ji) T ^ y ] - 4 - [ ( 2 - 7 
y^h'Jl^TiyjL^jl) TiytiJi:r:z^Jl2 -I. 3-f-T-/-;U 
'H-NMR(DMS0-ds)5 : 1.30(6H.d). 1.33(6H,d). 2.09(3H.s). 
3.10-3.25(2H.ni). 3. 60-3. 75 (4H. in). 7.47(lH.dd). 7. 73-7. 80(2H. m). 
7.93(lH.s). 8.42(at). 9. 48(1H. brs). 10.22(lH.s). 12.71(lH.s) 

mmm i e o 

2- [N- (4-~ha^yy'^ji) TlJl - 4- [ ( 2 - i^-T 7 h';!. 

'H-NMR(DMS0-d6)o : l-.23-L41(12H.in). 3.20(2H.s). 3. 51-3. 74(4H. m). 
S.OOClH.s). 8. 26-8. 51 (5H. in). 9.53-9.76(lH.ni). 13.17(lH.s) 
16 1 
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2- [N- {A-T I J ^yV^ }l) TIJ-} - A- [ (2->?-r7ynt*;l/ 

•H-NMR(DMS0-d6)<5 : 1.25-1.47(12H.ni). 2.89(2H.s). 3. 42-3. 75(4H. m). 
4.90-5.98(4H.in). 6. 87-6. 94(2H. m). 7.89(lH.s). 7. 89-7. 98(2H. m). 
8.41-8.63(lH.ni). 10.13(2H.s). 12. 43(1H, s) 

nmm 1 6 2 

2- [N- (. A -t^)]yl)l7 IJ ^y^/^ )i) TIJ'] - A- [ (2-i^>ry 

'H-NhfR(DMS0-d6)5 :0.99(6H.d). 1.01(6H.d). 2. 15-2. 30(2H. in). 
2.54(2H.brs). 2. 99(2H. brs). 7.74(lH.d). 7.84(lH.brs). 7.89(2H.s). 
8.06-8.09(2H.in). 8.36(lH.d). 10.54(lH.s). 12.57aH.brs) 

umm 1 6 3 

2- [N- iA-7-^i-)lTl JKy^/^ )l) TlJ-\ -4- [ 

'H-NMR(DMS0-d6)<5 :0.99(6H.d). 1.03(6H.d). 2.09(3H.s). 2. 51(2H. brs). 
2.99(2H.brs). 3. 15-3. 30(2H. m). 7.73(lH.d). 7.79(2H,s). 7.84aH.brs). 
8.03-8.07(2H.in). 10.28(lH.s). 12.53(lH.brs) 
16 4 

2- [N- ( 5 -twi/^ ;L'T $ y - 2 - t Ko4-^- 4 h + i/A:>>/^;f) 

Tl.J-] - A- [ (2 -i?-r y:/n tVUT $ yi5^;b) T > y :?57;U;if^;i/] - 1. 
3 -f^T-/-A 

'H-NMR(DMS0-d«)5 : 1.08(6H,d). 1.10(6H.d). 2. 50-2. 54(2H. m). 
2.93-3.02(2H.ni). 3. 10-3. 25(2H. m). 3.75(3H.s), 6.28(lH.s). 
7.37(lH.s). 7.98(lH.s). 8.04(1H, t). 8.09(lH.s). 8.17(lH.s). 
8.77(lH.s). 9.17(lH.s) 
Utkm 1 6 5 

2 - [N- ( 5 - T 5 y - 2 - t Kd^-> - 4 - y h^i/A:>-/.^;l,) y 5 
-4- [ (2-y^77'Dt:-;l.y ^yxf^;!,.) T $ y - i, 3.^ 
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'H-NMRCDMSO-ds) (5 : 1. 20(12H. d). 3. 05-3. 25(2H. m). 3. 30-3. 50(2H. m). 
3.61(2H.brs). 3.70(3H.s). ISSOH.brs). 6.66(lH.s). 7:29(lH.s). 
7.82(lH.s). 8.66(lH.t), 9. 43(2H. brs). 11. 75(1H, brs) 
1 6 6 

2- [N- (i5-T-^^JlTiJ-2-tVa^iy-4-/ h^^y^y/^ji,) 
Tin -4 - [ (2-i^^yya\^jl,TiJj.^Ji) T i ^ t Jlf.-;],] - i , 

3 -f-T7'-;i/ • 

•H-NMR(DMSO-d«)<y :1.30(6H.d). 1.32(6H.d). 2.06(3H.s). 3. 17(2H. brs). 
3.50-3.75(4H.iD). 3.87(3H.s). 6.83(lH.s). 7. 88aH. s). 8. 42(1H. s). 
8.70(lH.t). 9.15aH.s). 9.22(lH.brs). 11. 60(1H, brs). 12. 15(1H. brs) 



mmm i e 7 

2-[N-(4, 5-9/ Kn^iyA:>-/^;i,) 

Tin -4- [ (i2-i^>(yyat';lTiJ:r.9Jl) T i J t Jl^ii^Jl] - i, 
3 -f-T 

■H-NMR(CDCi3)5 : 1. 26-1. 62(12H. m). 3.14 -3. 22(2H.in). 
3.44-3.69(4H.iii). 3.85(3H.s). 3.92(3H.s). 4..04(3H.s). 
6.58-6.62(lH.in). 6.93(lH.s). 7.83(lH.s). 9.29(lH.s). 
11. 15-11. 4iaH,in) 
16 8 

2- [N- (4, h4^i/-2-h: Ko4^->^>7V;l') T^y] -4 

- [ [N- (2-i^^yrat'^lTiyjL^Jl) -N-y5-;u] r i y tiJl:f.- 

'H-NMRCDMSO-ds) (5 : 1.20-1. 40(12H.in). 2.50(3H. s). 3. 26(2H. brs). 
3.40(2H.brs). 3. 60-3. 75(4H.iii). 3.77(3H.s). 3.83(3H.s), 6.62(2H.s). 
7.51(lH.s). 7.56(lH.s), 7. 71 (IH. brs). 8. 70(1H. brs). 12. 10(1H. brs) 

Mmm 1 6 9 

2- [N- (2. 5 -i^t KD4=-i^- 4 h + ->A:>7V;U) y^y] -4 

- [ (2 - ^Jfa t'JlT i y JL^JI) T i ^ tl Jlyf^:^Jll - 1. 3-f^Ty 
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IR(KBr)ciD-' : 3325, 1665, 1609, 1559 

'H-NMR(DMS0-d6)d : 1.31(6H.d). 1.34(6H.d). 3. 15(2H. brs)'. 

3.50-'3.70(4H.in). 3.77(3H.s). 6. 00(2H. brs). 6.77(lH.s), 7.47(lH.s). 

7.87(lH.s). 8.71(lH.brs). 9.74(lH,brs), 11. 50-11. 80 (2H. m) 

nm^i 1 7 0 

2- [N- (2-y h4^i/-4--hDAi>7-f;t.) T^y] - 4- [ (2- 

'H-NMR(CDC^3)5 : 1. 08(12H. d). 2. 63-'2. 76(2H. m). 

2.98~3.18(2H.in). 3. 39-3. 53(2H. m). 4.25(3H.s), 7.72(lH.s). 

7.81(lH.s). 7.94-7.97(lH.in). 8.01-8.04aH.ni). 8.50-8.53(lH.in). 
10. 95(1H. s) 

mmm i 7 1 

2- [N- C5-i^na-4-t^JViJlTiJ-2-/ h^-^^yy'^ ;l) r 
-4- [ (2--:^^7 7'nhVbT^ yx5^;U) T i y ti J\.^:^Jl} - ]. 

'H-NMRCDMSO-de) 5:1. 00-1. 20(12H. m). 2. 93(2H. brs). 
3.20-3.50(4H.in). 3.97(3H.s). 7.88(lH.s). 7.90aH.s). 8.25aH.s). 
8.35(lH.brs). 8.47(lH.s). 10.18(lH.s). 11.62(lH.s) 

mmm 1 7 2 

2- [N- (S-^ha^y/^A) TiJl -4- [ (2-i?y^;t.y ^ y 
^^Jl) T i J tiJl^:-.jl2 - I, S-'J-TV-Jl '^m^ 
'H-NMR(DMSO-ds)(y :2.55(6H.s). 3. 24-3. 29(2H. m). 3. 56-3. 71(2H. m). 
7.87(lH.s). 8.03(lH.s). 8.42(lH.s). 8. 47-8. 53(2H. m). 8.94(lH.dd), 
10. 30(2H. brs) 

mm 1 - 6 Rammm 1-172 -ci^^ntzit^i^om^^R^m.^.^&io 



wo 96/36619 



PCT/JP96/01297 



mi 




mm 


Rl 




R3 


R4 


R5 


D 


S4 ,^ CO 


1 


3-MeO 


4-MeO 


H 


H 


H 


OEt 


132-134 


2 


2-MeO 


4-MeO 


5-MeO 


H 


H 


OEt 


229. 0-231. 0 


3 


2-MeO 


4-MeO 


5-MeO 


H 


H 


OH 


243. 0-245. 0 


4 


3-MeO 


4-MeO 


H 


Me 


H 


OEt 


6 


2-OH 


4-MeO 


5-MeO 


H 


H 


OEt 


211.0-213.0 (sm^ 




462 



it'^. : 85. 7-86. TC 



-78- 



wo 9036619 PCT/JP96/01297 





RJ 


R2 


R3 


R^ 


R5 


Rl 


3 m 


R" 


§4 * CO 


1 

2 
3 
4 


3-MeO 
3-MeO 
3-UeO 
3-«eO 


4-MeO 
4-MeO 
4-HeO 
4-MeO 


H 
H 
H 
H 


Me 
H 
H 
H 


H 
H 
H 
H 


H 
H 
H 
H 


2 
2 
2 
2 


NMe2 

NH2 

NMe9 

-N N 


196-197 (?U'r>Kig. ^) 
272-273 (:gKig) 
188-190 (Tb^'>Kig) 
220 ( 2igiE:^ 5^/5?) 


5 
6 


3-MeO 
3-MeO 


4-MeO 
4-MeO 


H 
H 


H 
H 


H 
H 


H 
H 


2 


/Pr-i 

^Pr-i 
NMe2 
NMe? 
iwe2 

NEt2 
/Pr-i 

^Pr-i 
/Pr-i 

-n( 

^Pr-i 

Mp 

-n: 

^Pr-i 
^Pr-i 
-NA/^VoMe 


176.5-177.3 

154-155 ('7H'>Ktg) 


7 

8 
q 

10 
11 

19 

13 
14 


3-MeO 
2-MeO 

9-Mpn 
£, nicu 

2H«eO 

2-UeO 

2-MeO 
2-MeO 


4-MeO 
4-MeO 

4 lucU 

4-MeO 
4-MeO 

4-Meu 

4-JleO 

4-MeO 


H 
H 

J Bleu 
5-MeO 
5-MeO 

5-Meo 

5-MeO 

5-MeO 


H 
H 

u 
n 

H 

H 

H 

H 

H 


H 

H 
11 
n 

H 

H 

H 

H 

H 


Me 

H 

n 

H 

H 

Me 

H 

H 


2 

9 

2 
2 
2 

2 

2 

2 


150-154 (7^;bi?:g) 
189-191 (-7 u-f^K^) 
167-168 ("7L/-r>gEg) 
154.6-155.2 (?L/'f>K^) 
176-178 (Tb-f >Kig, 

161-162 (-yb-f >BEtg) 

150-151.0 

174-176 {2^m. 


15 


2-MeO 


4-MeO 


5-MeO 


H 


H 


N 


2 




16 


2-MeO 


4-!UeO 


5-MeO 


H 


H 


H 


2 


1 

Pr-i 




17 


2-MeO 


4-MeO 


5-MeO 


H 


H 


H 


2 


-o 

-N-Pr-i 
H 




18 


2-MeO 


4-MeO 


5-MeO 


H 


H 


H 


2 


159-160 


19 


2-MeO 


4-ileO 


5-MeO 


H 






2 


-N^COOEl 
1 

Pr-i 





- 7.9 - 



wo 96/36619 



PCT/JP96/01297 







R2 


R3 




R5 


Rio 


ID 


RH 


IH *CC) 


20 


2-UeO 


4-HeO 


5-MeO 


H 


H 


H 


2 


-N^COOH 




21 


3-MeO 


4HIIeO 


H 


H 

11 


u 

n 


u 
n 




1 

Pr-i 
NMe2 




22 


S-tteO 


4-MeO 


H 


H 


H 


H 


2 




181.1-1813 (vU'r>Bag) 


23 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


/— \ 
-N lie 


188.2-189.5 (^tiietS) 


24 


3HI!eO 


4-MeO 


H 


H 


H 


H 


2 




196.2-198.5 ( 3itii!tD 


25 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


H 
H 


155-158 


26 


3-lfeO 


4-MeO 


H 


H 


H 


H 


2 


215-220 O't'lbKJRKIg) 


27 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


190-210 (^)|?) 


28 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


H 
H 

NMe2 


190-200 (mm. ^ 


29 


3-MeO 


4-MeO 


H 


H 


H 


H 


4 


174-176 (2^£B&Sg) 
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^4 





Ri 


R2 


R3 


R4 


R5 


D 


m CO 


30 
31 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


H 
H 


H 
H 


NMe2 

NEtg 
-On^ /Pr-i 

NMe2 


188-189 
186-187 


32 


2-MeO 


4-MeO 


5-MeO 


H 


H 


225-227 


33 


3-MeO 


4-MeO 


H 


H 


H 


160-163 
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S5 






Rl 


R2 


R3 


R4 


R5 


R" 


' m 


R" 




34 
35 
36 
37 

38 


2-NH2 
2-NO2 
2-Br 
2-OH 

2-OH 


4-MeO 
4-MeO 
4-MeO 
4-MeO 

4-MeO 


5-MeO 
5-MeO 
5-MeO 
5-MeO 

5-MeO 


H 
H 
H 
H 

H 


H 
H 
H 
H 

H 


H 
H 
H 
H 

H 


2 
2 
2 
2 

2 


NMe2 
NMe2 
NMe2 
NMe2 
/Pr-i 

-< 
^Pr-i 

NMe2 

NMe2 
NMe2 
NMe2 
NMe2 
NMe2 
NMe2 
NMe2 
NMe2 
NMe2 
/Pr-i 

-< 
^Pr-I 

/Pr-i 

^Pr-i 
NMe2 
NMe? 
NMe2 
NHMe 
NHMe 
NH-iPr 

/Pr-i 

-< 
^Pr-i 

/Pr-i 

-n( 

^Pr-i 

-.0 

H 


181-184 i2m& m) 

213-215 

206-209 (^jj?) 
219-222 
179-182 
160 (Igiglg) 


39 
40 
41 

42 
43 
44 

46 

47 
4o 

49 

50 


2-NMe2 
2-Me 
2-NHAc 
H 

2- MeO 

3- MeO 

4- MeO 
2-MeO 
2-OH 
2-MeO 

2-OH 


4-MeO 
4-MeO 
4-MeO 

H 

H 

H 

H 

H 

3-MeO 

3- MeO 

4- OH 

4-MeO 


5-MeO 
5-MeO 
5-MeO 

H 

H 

H 

H 

H 

H 

H 

H 

H 


H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 

H 


H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 

H 


H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 

H 


2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 

2 


242-244 ( 2i€iEig. ^fm 
182-185 (^fi?) 
111-113 (^H?) 

94. 0 (.m^^ 

143-144 (•7H'>Kig) 
207-208.0 ( 2tgK^) 
176-179 (vU-O®^) 
208.5-209 ( 2m^) 
182-184 

188 (^U-r^gEig) 
220-225 ( 2^SetD 

135-148 


51 
52 
53 
54 
55 
56 
57 


2-MeO 

2- MeO 

3- MeO 
3-MeO 
3-MeO 

3- MeO . 

4- OH 


5- MeO 

6- MeO 
5-MeO 
4-MeO 
4-MeO 
4-MeO 
3-MeO 


H 
H 
H 
H 
H 
H 
H 


H 
H 
H 
H 
H 
H 
H 


H 
H 
H 
H 

H. 

H 

H 


H 

H 

H 

H 

Me 

H 

H 


2 
2 
2 

2 
2 
2 
2 


166 (vU-OKig) 
205 (-^U-OKig) 

149-150 (.mt^) 
208-212 (zmk^) 
168-172 ( 2 

108-110 (vU'f>Ki£) 
130-145 ( 2^Sm> 


58 


3-OH 


4-MeO 


H 


H 


H 


H 


2 


150-160 ( 2mim) . 


59 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


170-175 (mtM) 
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^6 







R2 


R3 


R4 


R5 


R« 


> m 


R» 


lit .-fe CO 


60 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


-O 

N ' 


88-90 (■7l^^>Sm) 


61 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


-0 


233-235 ( 2:^:^) 


62 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


-9 


197-200 


63 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


0 

-9 


192-194 


64 

66 

67 
68 
69 
70 
71 


3-MeO 

3-MeO 

3-UeO 

2-MeO 
2-MeO 
2-MeO 

2- MeO 

3- MeO 


4-lfeO 

4-M) 

4-MeO 

3-MeO 
3-.MeO 

3- MeO 

4- .MeO 
4-.\IeO 


H 
H 
H 

4- MeO 

5- MeO 

6- MeO 
6-MeO 
5-HeO 


H 

H 

H 

H 
H 
H 
H 
H 


H 

H 

H 

H 
H 
H 
H 
H 


H 

H 

H 

H 
H 

H 
H 

H 


2 

2 

2 

2 
2 
2 
2 
2 


° /NH2 
-N=<- 

^NH2 
ySH 

^NHMe 

/SMe 

^NHMe 

NMe2 
NMe2 
NMe2 
NMe2 
NMe2 


225 (igS^) 
213-216 (.2mBm) 

161-163 (2mm) 

148-150 (^H'>B&lg) 
164-166 

175-176. SC-TU-r^K® 
91-93(Tb'i' >ffiflg) 
226-228 (7-7;l/Be6g) 


72 


2-MeO 


4-MeO 


5-MeO 


H 


H 


H 


2 


NH-tBu 
/Pr-i 

-< 

NEt2 

^Pr-i 
yPr-n 

^Pr-n 
rBu-n 

-< 
^Bu-n 


143-144 


73 
74 


2-MeO 
2-MeO 


4-MeO 
4-lleO 


5-MeO 
5-MeO 


H 
H 


H 
H 


H 
H 


2 
3 


196-197 ( 2*iSE*g) 
176-178 (2igiEtg) 


75 
76 
// 


2-MeO 
2-MeO 
2-MeO 


4-MeO 
4-MeO 
4-MeO 


5-MeO 
5-MeO 
5-MeO 


H 

Me 
Me 


H 
H 
H 


Me 

H 

H 


2 
2 
2 


100-101 (^U-OKig) 
115. 5-117. 0(TU'f'>Kii) 

i76-m.5 (7L"r>ieti) 


78 
79 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


H 

H 


H 
H 


H 
H 


2 
2 


148-150 (2itgStti) 
163-165 ( 2iiKi^) 
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HaS^SJ Rl 52 RS I K'l Us I plO 



14 CO 



80 2-MeO 4-MeO 5-MeO H H H 



81 \z-m 4-MeO 5-MeO H 



82 I2-Me0 U-MeO Is-MeO |h 

83 |2-MeO 4-MeO 5-MeO H 



84 2-MeO 4-MeO 5-MeO H 

85 2-MeO 4-MeO 5-MeO H 

86 2-MeO U-MeO 5-MeO H 

87 2-MeO 4-MeO 5-MeO H 



88 2-MeO U-MeO 5-MeO H 



I2-Me0 4-MeO 5-MeO H 



90 2-MeO 4-MeO 5-MeO H 



91 2-MeO 4-MeO 5-MeO H 



flu-i 



92 |2-EtO |4-MeO 

93 2-iPrO 4-MeO 

94 l2-ile0 4-EtO 



95 
96 
97 



2-BnO 4-MeO 
2-OH 4-MeO 
2-OH 1 4-MeO 



5-MeO H 
5-MeO H 
5-EtO H 



5-MeO H 
5-MeO H 
5-MeO H 



H H 



H H 
H H 



H H 



Me H 



H H 



H H 



H H 



H H 



H H 



H H 
H H 
H H 



H H 
H H 
H H 



NUeEt 



-N 



-n: 



Pr-i 

Pr-n 
Pr-i 

Bu-n 
Pr-i 



Pr-i 
Pr-i 

Pr-i 



-N 



Me 



jut 



Pr-i _ n 



Pr-i 



NMe2 
NMe2 
^Pr-i 



^Pr-i 
NMe2 
NH-iPr 

,Me 



-N 



Pr-i 



185-187 (.mS^) 



128-129 



163.0-165 

178-179 (Zm^ 



203-205 ( 2^gK*g) 
189-191 (2igieli) 
187-189 iZmt^) 
128-129 

182-184 i2m^ 
179-181 (2-7H'>®^) 

150-152 



148-150 (^ig) 



186-188 

171-172 

145-147 (7v;US&tg) 



183-185 

208-209 (Zm^) 
185-186 (Zm^) 
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98 1 2-OH 



99 2-OH 



100 2-MeO 

101 2-MeO 

102 2-MeO 



103 2-MeO 



104 2-MeO 



105 2-MeO 



106 2-MeO 



107 2-MeO 



108 2-OH 



109 2-AcO 



110 
111 



2<£ 
2-C£ 



112 2-Br 



113 2-NOo 



114 2-NH2 



115 2-F 



R2 
4-MeO 



1-MeO 



4-OH 
4-OH 
4-OH 



4-OH 



4-OH 



4-OH 



4-MeO 



4-OH 



4-OH 



4-MeO 



4-MeO 
4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



R3 
5-MeO 



5-MeO 



5-MeO 
5-MeO 
5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-OH 



5-OH 



5-MeO 



5-MeO 



5-MeO 
5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



R4 



R5 



Rio 



H H 



Rll 



-N 



< 

/ 



£t 



Pr-i 
Pr-n 



Tr-i 
NMe2 
NH-iPr 



-N 



-N 



-N 



\ 

/ 
\ 

/ 
\ 

/ 
\ 



Pr-i 
Et 

Pr-i 
Pr-i 



-N 



-N 



Pr-i 
Pr-n 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 



'Pr-i 
NMe2 
• Pr-i 



-N 



\ 

< 



-N 



-N 



Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 



14 CO 
186-187 (Zmm) 



201-202 ( 2mm 



207-209 (vbi'>BEt|) 
250-252 (mk^) 
193-195 (tgSig) 



158-160 imm 

166. 5-168. 5(vH'>Kj[g) 

118-121 izmstm) 

191. 5-193. SCvu-r^H® 
253-255.5 (mm 
194-196 (2mm 
222.5-223.0 (mm 



59-162 (2mm 
46-159 (2mtm 



90-195 ( 2m^) 
96-197 

84-186 ( 2mm 
71-172 (vu-f 
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R2 



R3 R4 R5 



R'O m 



M * CO 



116 2-MeO 



117 



118 



119 



120 



121 



122 



123 



124 
125 



126 
127 

128 
129 

130 

131 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-OH 



2-MeO 



2-OH 



2-MeO 
2-lleO 



2-MeO 



2-11 



4-NH2 5-MeO H H 



4-NHCHO 5-MeO H H 



4-NHAc 5-MeO H H 



4-NO2 5-MeO H H 



4-Br 5-MeO H H 



4-Br 5-MeO H H 



4-C£ 5-C£ H H 



4-C^ \o<£ H H 



4-NHo 
4-NH2 



|5-C£ H H 
5-Ci H H 



4-NHAc 5-C£ H H 



4-MeO 54leO H H 



-MeO 4-MeO 5-MeO H H 



OH 



4-NH2 5-MeO H H 



4-NHCHO 5-MeO H H 



4-Me 5-NO2 H H 



H 2 



H 2 



H 2 



H 2 



H 2 



H 2 



H 2 



H 2 



H 2 
H 2 



H 2 
H 2 

H 12 
2 



-N 



-N 



-N 



-N 



-N 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

'Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 



Tr-i 
NMe2 
yPr-i 



-N 



Pr-i 
Pr-i 



Pr-i 
H 



-N 



-N 



-N 



Pr-i 

Pr-i 
Pr-i 

Pr-i 
Pr-i 

Pr-i 



93-102 
199-201 

183-185 (mm 
206-208 (J^i&g) 
238-240(iiiai) 
185-187 (:tgig£) 
213-214 

157-158(^^1) 



213. 5-214. 0(^U'f>K^ 
175-176.5 (2m^ 



230-232 (lig&g) 
232-235 

184-185 
73-175 

209-213 ( 2mt^ 
272-275 ( 2:^ii) 
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^1 0 







R2 


R3 




R5 


Rio 


m 






1 oo 




4-MeO 


b-N02 


H 


H 


H 


c 


/Pr-i 
Pr-i 


1 AO- 17/1 /"-f&IH^fferN 


















loo 




4"MeU 




u 
n 


u 
n 


n 

n 


0 

L 


Pr-i 

-n( 

^Pr-i 




1 OA 

lo4 


2-MeO 


4-MeO 


5-NHCHU 


IT 

H 


IT 

H 


TT 

H 


2 


/Pr-i 
-< 






































^Pr-i 




135 


2-MeO 


4-MeO 


5-NHAc 


H 


H 


H 


2 


/Pr-i 

-< 
^Pr-i 


175-177 




















136 


3-NO2 


4-MeO 


H 


H 


H 


H 


2 


/Pr-i 
-< 


b6'158 (^s^^) 




































^Pr-i 




137 


3-NH2 


4-MeO 


H 


H 


H 


H 


2 


,Pr-i 

-< 
^Pr-i 


223-224 ( 2 iiSlg) 


138 


3-NHCHO 


4-MeO 


H 


H 


H 


H 


2 


/Pr-i 
-< 


175 




































^Pr-i 




139 


3-NHAc 


4-MeO 


H 


H 


H 


H 


2 


/Pr-i 
^Pr-i 


185-187(tg^ifi) 




















140 


3-MeO 


4-NO2 


H 


H 


H 


H 


2 


/Pr-i 
-< 


148-150 (ilgSetg) 




















141 


3-MeO 


4-NH2 


H 


H 


H 


H 


2 


/Pr-i 
^Pr-i 


166-168(21g^itg) 


















142 


3-MeO 


4-NHCHO 


H 


H 


H 


H 


2 


/Pr-i 
^Pr-i 


235-236{77;UK«|) 


143 


3-MeO 


4-NH,Ac 


H ■ 


H 


H 


H 


2 


/Pr-i 

-K 


186-188(i^i^) 




































^Pr-i 




144 


2-MeO 


4-NH2 


H 


H 


H 


H 


2 


/Pr-i 

-< 
^Pr-i 


179-181 


145 


2-MeO 


4-NHCHO 


H 


H 


H 


H 


2 


/Pr-i 

-< 
^Pr-i 

Pr-i 


211-214 


146 


2-MeO 


4-NHAc 


H 


H 


H 


H 


2 


/Pr-i 

-< 

^Pr-i 


82-88 ( 2itgi^:ti) 
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mi 1 







R2 


R3 


R4 


R5 


D 


14 j^. CO 


147 
148 

149 


3-MeO 
3-MeO 

2-MeO 


4-MeO 
4-MeO 

4-MeO 


H 
H 

5-*le0 


H 
H 

H 


H 
H 

H 


Me ^Me 


174-177 
200-202 

138.5-140 (vl/>r>iEti) 


150 
151 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


H 
H 


H 
H 


H \=/ lie 
— NH^^N-Me 


230-232 
116-118 


152 


2-MeO 


4-MeO 


5-MeO 


H 


H 


-■X) 




153 


2-OH 


4-MeO 


5-MeO 


H 


H 


1 

>r-i 


120 
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^1 2 




R2 



R3 



R4 



R5 



RIO 



M CO 



154 
155 
156 
157 
158 
159 
160 
161 
162 
163 
164 
165 



4.5- < 



4-OMe 



3-NOc 



3-NHCHO 



3-NHAc 



4-NOc 



4-NH, 



4-NHCHO 



4-NMc 



2-OH 



2-OH 



2-QUe 
H 



-N 



-N 



-N 



-N 



-N 



4-MeO 



4-MeO 



5-NHCHO 



5-NHo 



-N 



-N 



< 

/ 
\ 

/ 
\ 

< 

/ 
\ 

/ 
\ 

/ 
\ 

/ 

N 

/ 
\ 

/ 
\ 

/ 
\ 

/ 
\ 



Pr-i 

Pr-i 
Me 

Me 
Pr-i 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 



Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 



192-195 (-^U-fViEig) 

187-190 izmm) 

174- 175 (^^^) 
164-165 
201-202 
128-130 

175- 179 (^MiS) 
189-194 ( 2i!SS^) 
155-156 

175-177 
222-223 

m.m 



* : -N A/N-Me 
H I 
Me 
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R2 


R3 


R4 


R5 


Rit 


> m 


R" 




166 

167 

168 

169 

170 

171 

172 


2-OH 
2-OH 
2-OH 
2-OH 
2-MeO 

2- MeO 

3- NO2 


4-MeO 
4-MeO 
4-MeO 
4-MeO 
4-NO2 
4-NHCHO 
H 


5-NHAc 
5-MeO 
5-MeO 
5-OH 
H 

5-Ci 
H 


H 

Me 

H 
H 
H 
H 
H 


H 
H 
H 
H 

H 

H 

H 


H 

H 

Me 

H 

H 

H 

H 


2 
2 
2 

2 

2 

2 

2 


/Pr-i 

-< 
Tr-i 

/Pr-i 

-< 
^Pr-i 

/Pr-i 

-< 
^Pr-i 

/Pr-i 

-< 
^Pr-i 

/Pr-i 

-< 

^Pr-i 

/Pr-i 

^Pr-i 
/Me 

-< 
^Me 


198.5-200.5 (.mtm 
87-90 

188- 190 (^b'T^iJjg) 

189- 191 (2:£eE^ 
158-160 
222.0-223.0 
239.5-240.5 



-90- 



wo 96/36619 



PCT/JP96/01297 



mmm 2 oit-k^ 2 0 g 

$im 3 1 5 g 

h'^^aai/y^y-fy 125g 

^B^-t7l/D-X 2 5 g 



^il^ij 2 4 Ofb-^i^ 2 0 g 

?L!S 1 0 0 g 

h't^'EazH/T^yzfy 3 g g 

i^Jlt-^iyj(f'Jl-tAa-xijJl->'t;l. lOg 



2 0 OmgO^mt t/co 

nmmz oort^fBs i o omg 

mm (pH5. sciiiiM) 



fl3 T ^> -5) o 
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W ?}c © ^ 



1 . -j^^ ( I ) 



R2 .!^^5N^N ^^^^^-^^^2\- A ( I ) 



-hum. rum. %L<{ii^-fS8iT;i.^;i.Tiy». *yfeL< 
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li^^^L ; mliO-'4©g^^^L ; */cB-(CH2)„-A7&^* y L < li:^-f£fii 
t^o ) ) 

^ tl 5 T ^ y 5^ T •/ - (i -e Oifeo 

2. -IgiC (I) (rfcl>TR' . R2 :SO'R3 -e©^^ l^H;i>^^iST;^rJ + 
i/^. - hDS5l(i;^;U? ;UT i y ST^t). MO CD 2 mi3<7i^mm^. tKo^ 

3. -SM (I) ^Ifc^^TR' . R2 S:0'R^ "hcbo^ \ m<\mC7 )\^^^ 

t t< lii^-i£iiT>'U + ;l/y $ y T;U4^;uy ^ y S;!J^.^,ji^^n■5 fe©TfeO : 
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